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1726 M STREET, N.W., SUITE 600 
Washington, D.C. 20036 


October 1995 


To the Members of the Human Radiation Interagency Working Group: 

Secretary Hazel O'Leary, Department of Energy 

Secretary William Perry, Department of Defense 

Attorney General Janet Reno, Department of Justice 

Secretary Donna Shalala, Department of Health and Human Services 

Secretary Jesse Brown, Department of Veterans Affairs 

Director Alice Rivlin, Office of Management and Budget 

Director John Deutch, Central Intelligence Agency 

Administrator Daniel Goldin, National Aeronautics and Space Administration 

On behalf of the Advisory Committee on Huirian Radiation Experiments, it is my 
privilege to transmit to you our Final Report. 

Since the Committee's first meeting in April 1994 we have been able to conduct an 
intensive inquiry into the history of government-sponsored human radiation experiments and 
intentional environmental releases of radiation that occurred between 1944 and 1974. We 
have studied the ethical standards of that time and of today and have developed a moral 

framework for evaluating these experiments. Finally, we have examined the extent to which 
current policies and practices appear to protect the rights and interests of today's human 
subjects. This report documents our findings and makes recommendations for your 
consideration. 

The committee listened to the testimony of more than 200 public witnesses who 
appeared before us. We are deeply grateful to all these witnesses, who overcame the 
obstacles of geography and emotions to assist us. 

Our work and this report would not have been possible without the extraordinary 
effort the President and you put forward to open the government's records to our inquiry and 
thus to the nation. We are especially pleased that, through our joint efforts, the American 
people now have access to the tens of thousands of documents that bear on this important 
history. 


None of our conclusions came easily. We endeavored, both as individuals and as 
a committee, to live up to the responsibility with which we were entrusted. This report 
represents the consensus of fair-minded people who gave the best they had to offer to their 
fellow citizens. 

We thank President Clinton for this opportunity and for his courage and leadership 
in appointing the Advisory Committee. 


Ruth R. Faden 

Chair, Advisory Committee 

on Human Radiation Experiments 
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DocumentaryNote 


The otherwise unpublished documents referenced in this volume are identified by 


their places in the ACHRE Research Document Collection. These identifiers, or ACHRE 
document numbers , have four parts: originating institution, date of receipt, order of receipt, 
and document number. For example, DOE-051094-A-123 is the 123d document described 
in the first ("A") Department of Energy ("DOE") shipment (or accession ) received on May 
10, 1994 ("051094"). One of the appendices found in the Final Report of the Advisory 
Committee on Human Radiation Experiments, A Citizen's Guide to the Nation's Archives, 
provides instructions for using references to the ACHRE collection to find documents there 
and in the collections of the National Archives and at the agencies. 
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Documents Pertaining to 
Agency Ethics Policies 


The Advisory Committee collected a large number of documents pertaining to the origins and 
development of the policies regarding human subjects research sponsored or performed by the U.S. 
government. We were able to draw upon previous scholarship on the laws, policies, and practices in the 
period from 1944 to 1974, but we also discovered a great deal of new information from federal records 
collections, some of which had been classified until recently. Although the entire body of information 
assembled by the Advisory Committee will be available at the National Archives, we felt that it would be 
worthwhile to publish as many of these new documents as possible to make them more readily accessible 
to scholars and the general public. 

The documents included in this chapter have been arranged in chronological order. We have also 
provided the citation for each document as it appears in the endnotes of our final report. All of the 
reprinted documents were cited within part I of the final report. Not all of the documents from part I are 
included in this chapter for two major reasons: (1) we were not able to obtain copyright permission for 
some documents that we received from nongovernmental institutions and individuals; and (2) some of the 
documents, through many generations of photocopying, are difficult to read and would be illegible in this 
format. As mentioned above, all of the documents will be available to the public in the Advisory 
Committee's materials stored at the National Archives. 
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Charles W. Shilling, Medical Corps, USN, Retired, undated paper ("History of the Research Division, 
Bureau of Medicine and Surgery, USN") (ACHRE No. DOD-0295-A). 12 

Department of the Army, Medical Department, "The Prevention of Communicable Diseases of Man- 
General" AR 40-210 (21 April 1925) (ACHRE No. DOD-062395-A). 14 

E. Moore, M.D., to Dr. A. N. Richards, excerpt of letter dated 6 October 1942 ("I have recently received 
an inquiry from Dr. Charles M. Carpenter of the University of Rochester School of Medicine who 
believes that he may be able to work out a human experiment on the chemical prophylaxis of gonorrhea." 
(ACHRE No. NARA 060794-A-1). 17 

A. N. Richards to J. E. Moore, 31 October 1942 ("Revision of Dr. Richards' letter of October 9,1942") 
(ACHRE No. NARA-060794-A-1). 18 

■The Chief of the Bureau of Medicine and Surgery, to the Officer-in-Charge, Naval Laboratory Research 
Unit No. 1, University of California, Berkeley, California, 6 March 1943 ("Proposed Clinical Evaluation 
of Influenza Antiserum, and Messages Concerning Influenza Virus Specimens") (ACHRE No. DOD- 
062194-0-1). 19 

A. M. Brues, Director, Biology Division, to N. Hilberry, Associate Laboratory Director, 14 March 1947 
("Clinical Testing"). 21 

The Secretary of the Navy to All Ships and Stations, 7 April 1943 ("Unauthorized Medical 
Experimentation on Service Personnel") (ACHRE No. DOD-091494-A-2). 24 

American Medical Association, Judicial Council, "Supplementary Report of the Judicial Council," 

Journal of the American Medical Association 132 (1946): 1090. 25 

Stafford L. Warren, Chairman, Interim Medical Advisory Board, ("Report of the 23-24 January 1947 
Meeting of the Interim Medical Committee of the United States Atomic Energy Commission") (ACHRE 
No. NARA-010495-A). 33 

Stafford Warren, Chairman, Interim Medical Advisory Committee, to Carroll Wilson, General Manager, 


AEC, 30 January 1947 ("The opinion on Clinical Testing ... ") (ACHRE No. DOE-051094-A-439). . 68 

John L. Burling, Deputy General Counsel's Office, AEC, to Edwin Huddleson, Jr., Deputy General 
Counsel, AEC, 7 March 1947 ("Clinical Testing") (ACHRE No. DOE-051094-A-468). 69 

Carroll L. Wilson, General Manager of the AEC, to Stafford Warren, the University of California, Los 
Angeles, 30 April 1947 ("This is to inform you that the Commission is going ahead with its plans") 
(ACHRE No. DOE-051094-A-439). 71 
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Robert J. Buettner, Assistant to Chairman, Interim Medical Advisory Committee, AEC, to B. M. 
Brundage, Chief, Medical Division, AEC, 12 May 1947 ("Transmitted herewith for your information.. 

.") (ACHRE No. DOE-051094-A-439). 73 

Medical chart of Cal-3, dated 18 July 1947 ("Elmer Allen chart") (ACHRE No. DOE-051094-A-615). 74 

J. C. Franklin, Manager, Oak Ridge Operations, to Carroll Wilson, General Manager, AEC, 26 September 

. 1947 ("Medical Policy") (ACHRE No. DOE-113094-B-3).'. 77 

Unknown author to the Advisory Board on Biology and Medicine, 8 October 1947 ("It is the desire of the 
Medical Advisor's Office...") (ACHRE No. DOE 0151094-A-502). 80 

Atomic Energy Commission, Advisory Committee on Biology and Medicine, minutes of 11 October 1947 
(ACHRE No. DOE-072694-A-1). 89 

Lt. Col. Robert J. O'Connor, Chief Legal Officer, JAGD, to Col. Frank L. Baier, Army Medical Research 
and Development, 23 October 1947 ("Protection of Research Project Volunteers") (ACHRE No. NARA- 
012395-A-4). 92 

Carroll Wilson, General Manager, AEC, to Robert Stone, University of California, 5 November 1947 
("Your letter of September 18 regarding the declassification of biological and medical papers was read at 
the October 11 meeting of the Advisory Committee on Biology and Medicine.") (ACHRE No. DOE- 
052295-A-l). 93 

Carroll Wilson, General Manager, AEC, to Alan Gregg, Chairman of the AEC Advisory Committee for 
Biology and Medicine, 5 November 1947 ("I want to thank you for your letter of October 14 concerning 
the questions raised by Dr. Stone in his letter to me of September 18 regarding the declassification of 
biological and medical papers containing information on the experimental use of radioisotopes in human 
beings conducted under AEC sponsorship.") (ACHRE No. DOE-052295-A-1). 95 

Albert Holland Jr., Medical Advisor, Oak Ridge, to J. C. Franklin, Manager of Oak Ridge Operations, 7 
November 1947 ("Medical and Operations Decisions") (ACHRE No. DOE-113095-B-10). 96 

U.S. Atomic Energy Commission, Advisory Commission on Biology and Medicine, agenda of 14 
February 1948 (ACHRE No. DOE-072694-A). 99 

John R. Paul, Director, AEB, DOD, to Dr. Joseph Stokes, Jr., Children's Hospital, Philadelphia, PA, 18 
February 1948 ("This is in reply to your hand written request for a comment from me re your letter to Dr. 
Macleod dated 11 February, on the subject of funds for the reimbursement of volunteer prisoners ...") 
(ACHRE No. NARA-012395-A-1). 114 

Atomic Energy Commission, Committee on Isotopes Distribution, Subcommittee on Human 
Applications, minutes of22-23 March 1948, as discussed in the minutes of the 13 March 1949 meeting. 

S. Allan Lough, Chief, Radioisotopes Branch to H.L. Friedell, G. Failla, J.G. Hamilton, and A.H. 

Holland, 19 July 1949 ("Revised Tentative Minutes of 13 March 1949 Meeting of the Subcommittee on 


3 













Supplemental Volume 1 


Human Applications of Committee of U.S. Atomic Energy Commission, AEC Building, Washington, 
DC") (ACHRE No. DOE-101194-A-13). 115 

Unknown author, draft, 29 March 1948 ("The Experimental Use of Radioactive Materials in Human 

Subjects at AEC Establishments") (ACHRE DOE-050194-A-267). 134 

C.J. Watson, M.D., Commission on Liver Disease, Army Epidemiological Board, to Colin MacLeod, 
President of the board, AEB, 5 April 1948, ("I have given considerations in the past few weeks to the 
matter of using volunteers in penal institutions for experimentation ...) (ACHRE No. NARA-012395-A- 
2). 136 

Everett Idris Evans, M.D., Medical College of Virginia, to John Z. Bowers, M.D., Assistant to the 
Director, DBM, AEC, 8 April 1948 ("We have recently obtained approval from the Isotopes Division for 
human use of P 32 ...") (ACHRE No. DOE-051094-A-64). 138 

George F. Rumor, Assistant Administrator, Army Epidemiological Board, to Chief, Legal Office, 23 
April 1948 (Human Volunteers for Research Investigations") (ACHRE No. NARA-012395-A). 139 

John Z. Bowers, Assistant to Director, DBM, AEC, to Everett Idris Evans, M.D., Medical College of 
Virginia, 27 April 1948 ("Thank you for recent letter requesting information regarding isotopes.") 
(ACHRE No. DOE-050194-A-480). 140 

Nathan H. Woodruff, Chief Technical Division, Isotopes Division to Everett I. Evans, M.D., Medical 
College of Virginia, 14 May 1948 ("Your letter of April 8 to Dr. Bowers has been referred to me for 
answer.") (ACHRE No. NARA 082294-A-l 0). 141 

U.S. Atomic Energy Commission, Isotope Division, September 1949 ("Supplement No. 1 to Catalogue 
and Price List No. 3., July 1949) (ACHRE No. DOE-129794-A-1). 142 

Paul Aebersold, Chief, Isotopes Division, Oak Ridge, to Carroll Tyler, Manager, Los Alamos, 5 October 
1949 ("Use of Radioisotopes in Human Subjects") (ACHRE No. DOE-021695-B-4). 150 

Oak Ridge Institute of Nuclear Studies, 1950 ("Application for Admission to the Medical Division 
Hospital") (ACHRE No. DOE-12-14-94-C-1). 151 

Oak Ridge Institute of Nuclear Studies, 1950 ("Waiver and Release") (ACHRE No. DOE-121494-C-3)152 

R.S. Stone, 31 January 1950, paper presented to Department of Defense, NEPA Medical Advisory 
Committee ("Irradiation of Human Subjects as a Medical Experiment") (ACHRE No. NARA-070794 
-A). 154 


Under Secretary of the Navy to the Secretary of Defense, 24 April 1950 ("Recommendation that the 
Armed Service conduct experiments on the human subjects to determine effects of radiation exposure") 
(ACHRE No. NARA 070794-A). 163 
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Atomic Energy Commission, Advisory Committee on Biology and Medicine, transcript (partial) of 
meeting, 10 November 1950 (ACHRE No. DOE-012795-C-1). 164 

J.G. Hamilton, University of California, to Shields Warren, DBM, AEC, 28 November 1950 
("Unfortunately it will not be possible for me to be at the meeting on December 8 ...") (ACHRE No. 
DOE-072694-B 

- 45 ). 212 

Program Committee of the Division of Biological and Medical Research of the Argonne National 
Laboratory, minutes of 12 January 195 1 (ACHRE No. DOE-051095-B). 215 

Leslie M. Redman, Los Alamos Laboratory, to Dr. Alberto F. Thompson. Chief, Technical Information 
Service, DBM, 12 January 1951 ("I find myself concerned in the course of duty with the review of papers 
relating to human experimentation.") (ACHRE No. DOE-051094-A-609). 222 

Shields Warren, Director, DBM, to Leslie Redman, "D" Division, Los Alamos Laboratory, 5 March 1951 
("... to reply to your letter of 22 January 1951, concerning policies on human experimentation.") 
(ACHRE No. DOE-051094-A-603). 224 

Code 74, USN, to Code 11, USN, 18 September 1951 ("Proposed Means of Proper Authorization and Use 
of Radioisotopes") (ACHRE No. NARA-070794-A-4). 226 

Department of the Navy, Bureau of Medicine and Surgery, "Manual of the Medical Department, Section 
IV, Research Article 1-17" (26 September 1951). 232 

Loren B. Poush, Code 11, USN, to Code 74, USN (Bureau of Medicine and Surgery) 18 October 1951 
("Legal comments relative to proposed means of proper authorization and safeguard in use of 
radioisotopes") (ACHRE No. NARA-070794-A-4). 236 

Adam J. Rapalski, Administrator, Armed Forces Epidemiological Board, DOD, to Chief, Legal Office, 5 
January 1952 ("Draft of'Agreement with Volunteer'") (ACHRE No. DOD-040894-A). 246 

L.M. Harff, Contract Insurance Branch, to File, 25 April 1952 ("Research and Development Contracts- 
Medical Investigations) (ACHRE No. DOD-011295-A). 249 

Charles V. Kidd, Director, Research and Planning Division, NIH, to Rear Admiral Winfred Dana, 

Medical Corps, USN, 30 April 1952, ("In accordance with our telephone conversation of this afternoon I 
am enclosing a copy of draft statements which we have developed.") (ACHRE No. DOD-111594-A). 251 

U.S. Air Force, Research and Development, "Clinical Research", AFR 80-22 (11 July 1952) (ACHRE 


No. DOD-110994-A). 255 

W.G. Lalor, Secretary, Joint Chiefs of Staff, to Chief of Staff, U.S. Army, Chief of Naval Operations, 
Chief of Staff, U.S. Air Force, 3 September 1952 ("Security Measures on Chemical Warfare and 
Biological Warfare") (ACHRE No. NARA-012495-A). 257 
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Adam J. Rapalski, Administrator, AEB, to Members of the AEB, undated memorandum, probably 
November 1952, ("Applicability of Section 5, Public Law 557-82d Congress") (ACHRE No. NARA- 
012395). 259 


Committee on Chemical Warfare, RDB, DOD, transcript of the meeting of 10 November 1952 (ACHRE 
No. NARA-102594-A). 262 

F. Lloyd Mussells, Executive Director, Committee on Medical Sciences, RDB, DOD to Floyd L. Miller, 
Vice Chairman, Research and Development Board, DOD, 12 November 1952 ("Human 
Experimentation") (ACHRE No. NARA-071194-A-2)..'. 278 

Stephen Jackson, Assistant General Counsel in the Office of the Secretary of Defense and Counsel for the 
AFMPC, to Melvin Casberg, undated memorandum, probably December 1952 ("The standards and 
requirements to be followed in human experiments.") (ACHRE No. NARA-101294-A).279 

Edward J. Rourke, Legal Advisor, NIH, to John Trautman, Director, Clinical Center, 5 December 1952 
("Research-Clinical Investigation-Administrative Methods to Ensure Patient Participation on Fully 
Informed and Voluntary Basis") (ACHRE No. HHS-072894-A). 280 

George M. Lyon, M.D., Assistant Chief Medical Director for Research and Education, Presentation to the 
Committee on Veterans Medical Problems, National Research Council, 8 December 1952 ("Appendix II, 
Medical Research Programs of the Veterans Administration") (ACHRE No. VA-052595-A).282 

H.N. Worthley, Executive Director, Committee on Chemical Warfare, RDB, DOD, to the Director of 
Administration, Office if the Secretary of Defense, 9 December 1952 ("Use of Volunteers in 
Experimental Research") (ACHRE No. NARA-101294-A). 295 

Melvin Casberg, Chairman, Armed Forces Medical Policy Council, Department of Defense, to the 
Secretary of Defense, 24 December 1952 ("Human Volunteers in Experimental Research) (ACHRE No. 
NARA-101294-A). 296 

George V. Underwood, Director of the Executive Office of the Secretary of Defense, to Deputy Secretary 
of Defense Foster, 4 January 1953 ("I believe that Mr. Lovett has a considerable awareness of this 
proposed policy.") (ACHRE No. NARA-101294-A-1). 304 

Melvin A. Casberg, Chairman, Armed Forces Medical Policy Council, DOD to the Secretary of Defense, 

13 January 1953 ("Digest ’Use of Human Volunteers in Experimental Research") (ACHRE No. DOD- 
042595-A). 305 

George V. Underwood, Director, Executive Office, Office of the Secretary of Defense, to Mr. Keys, 
Deputy Secretary of Defense, 5 February 1953, ("Use of Human Volunteers in Experimental Research") 
(ACHRE No. DOD-062194-A). 307 
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Secretary of Defense to the Secretary of the Secretary of the Army, Secretary of the Navy, Secretary of 
the Air Force, 26 February 1953 ("Use of Human Volunteers in Experimental Research") (ACHRE No. 
DOD-082394-A). 308 


Adam J. Rapalski, Administrator, Armed Forces Epidemiological Board, DOD, to Colin MacCleod, 
President, Armed Forces Epidemiological Board, DOD, 2 March 1953 ("The attached letter I believe is 
self-explanatory.") (ACHRE No. NARA-012395-A-5). 311 

John C. Oakes, GS, Secretary of the General Staff, Department of the Army, to the Chief Chemical 
Officer and the Surgeon General, 30 June 1953 ("CS:385, Use of Volunteers in Research") (ACHRE No. 
DOD-022295-B-1). 312 

National Institutes of Health, 17 November 1953 ("Group Consideration of Clinical Research Procedures 
Deviating from Accepted Medical Practice or Involving Unusual Hazard") (ACHRE No. HHS-090794 
-A). 321 

Irving L. Branch, Colonel, USAF, Acting Chief of Staff to the Assistant Secretary of Defense (Health and 
Medicine), 3 March 1954 ("Status of Human Volunteers in Bio-medical Experimentation.) (ACHRE No. 
DOD-090994-C). .'.. 325 

Department of the Army, Office of the Surgeon General, 12 March 1954 ("Use of Volunteers in Medical 
Research, Principles, Policies, and Rules of the Office of the Surgeon General") (ACHRE No. DOD- 
120694-A-4). 329 

Paul 0. Wells, Chief, Radiological Service, Letterman Army Hospital, to Elmer A. Lodmell, Chief, . 
Radiological Service, Walter Reed Army Hospital, 14 January 1955 "I am writing this letter at the 
suggestion of General Gillespie after having discussed with him the matter of requiring patients to sign a 
permit for radioisotope therapy.") (ACHRE No. DOD-012295-A). 331 

Eugene L. Hamilton, Chief, Medical Statistics Division, to the Chiefs of the Medical Plans and 
Operations Division and the Legal Office, 3 August 1955 ("Permit for Radioisotope Therapy") (ACHRE 
No. DOD-012295-A). 338 

Thomas Shipman, Health Division Leader, Los Alamos Laboratory, AEC, to Charles Dunham, Director, 
Division of Biology and Medicine, U.S. Atomic Energy Commission, 18 June 1956 ("Two questions have 
recently arisen-one of them specific, the other general—wherein we need an opinion from you.") 

(ACHRE No, DOE-091994-B-1). 339 

Charles Dunham, Director, Division of Biology and Medicine, U.S. Atomic Energy Commission, to 
Thomas Shipman, Health Division Leader, Los Alamos Laboratory, 5 July 1956 ("This is in response to 
your letter of June 18") (ACHRE No. DOE-091994-B-2). 342 

T.L. Shipman, Health Division Leader, Los Alamos Laboratory, to staff discussion 12 July 1956 
("Administration of Tracer Doses to Humans") (ACHRE No. DOE-091994-B-3). 343 
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John Fox, M.D., Professor of Epidemiology, Tulane University School of Medicine, to Captain R.W. 
Babione, Executive Secretary, AFEB, 27 June 1956 ("Finally I am able to complete and send you the 
application for a research contract to study...") (ACHRE No. NARA-012395-A). 345 


Isotopes Extension, Division of Civilian Application, USAEC, "The Medical Used of Radioisotopes, 
Recommendations and Requirements of the Atomic Energy Commission" (AEC, Oak Ridge, Tennessee, 
February 1956) (ACHRE No. DOE-120994-B). 351 

Eugene L. Hamilton, Chief, Medical Statistics Division, to the Chiefs of the Professional Division, 
Medical Plans and Operations Division, and the Legal Office, undated memorandum (probably November 
1956) ("Forms for Authorization of Radiation Therapy") (ACHRE No. DOD-012295-A). 378 

Max H. Brown, Contracting Officer, to Vice Chancellor, Schools of the Health Professions, University of 
Pittsburgh, 12 March 1957 ("This is in reply to letter...") (ACHRE No. NARA-012395-A-6).380 

Armed Forces Epidemiological Board, minutes of 24 May 1957 (ACHRE No. NARA-032495-B). .. 387 

Max. H. Brown, to Contracting Officer, OTSG, 5 August 1957 ("The Use of Human Test Subjects in 
Medical Research Supported by the Office of the Surgeon General") (ACHRE No. NARA-012395-A)390 

Deputy Commander for the Research and Development of the Air Force R&D Command to RADC, 
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Particularly pleading co a research ainded individual was the sp 
endorsement of the request for a research laboratory at the new Naval ' 
leal School prepared by CDR>C. S. Stephenson, HC, DSN.: 9 "No record has uee 
found of an institution, anywhere, in the aillion dollar class which does 
not have a well organised program of research.' Yet the Medical .Department 
of the Navy spends over four million dollars a year for supplies and equip* 
mens and has no functioning research program. | True, we have had sporadic - 
fits of research, but none .have fulfilled the meaning! of the word, and in 
Che main have died of nonaupport, lack of appreciation of the value of the 
research, or purely to carry out the habit spasm policy of rotating person- : 
nel. Compared with industrial research as it is conducted by she great elc j. 
trieal and chemical foundations, all medical research:is most haphazard, ise\ 
dividualiscic, and, hence,, not highly efficient". BUHED needs many more i 
Stephensons! : 

Experimentation with human subjects, and the question of informed cos- . 
aent was much in the medical'and lay press in 1974, but nine years before 
the Research Division was formed,' such experimentation was agreed upon for ! 
physiological research with the submarine escape device; the "lung", and in 
deepaea diving activity conducted at the EDD at the Navy Yard, Washington, 
D.C. In 1932 BUHED wrote to -the SecNav, giving in detail the .protocol for 
Che planned experiments and -requesting approval. 10 SecNav approved the re¬ 
quest for the work, with the understanding that all subjects should be in¬ 
formed volunteers; that the detailed protocol be approved in advance, and 
that every precaution be ta ken to prevent accidents. It should be noted cha 
the* work was entirely supported by the Bureau of Construction and Rapa- 
(BuCAR) but that.BUHED had at least one medical officer assigned with '> 
priate assistants, and that-there was an advisory committee with a BUM*, 
representative on it, in the early days, CAPT R. W. Brown, HC, DSN. 

But permission for animal experimentation was not .so easy. The author 
will be forgivan, I crust, for augmenting the formal history glesned from 
the cold official letters and formal reports by adding a personal experience. 
We had been doing an extensive biochemical experiment on dog3 breathing ox¬ 
ygen under pressure in the chamber at EDU, attended by air breaching medical 
personnel, and were quite veil’ along when Irene Castle came to Washington 
and made an emotional plea before a committee of Congress to atop all ani- • 
mal experimentation in the U. S. This antivivisecttionist tirade frightened 
Che Chief, BuC&R, who ordered', our work discontinued. Knowing', that -the! month* 
of hard and dangerous work under high pressure wera about to be lost, and j 


^Memorandum NC43/S-E(25)CO/elh dated 9 December. 1939 to Chief, BUHED. 
Subject: Research laboratory : for the new NKS, signed by W. Chambers and 
enclosing n statement by IT A. R. Behnke, Jr., HC. USN, j proposing the lab¬ 
oratory, 

10 BuM&S letter-of 5 April 1932, S92C0A1) to SecNav via BuNav with CNO, . 
Subject: 1 Lacards to personnel in physiological research with submarine 
"lung" and in deepaea diving at EDU. 


74 
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■.PTtts quarantine* and other restraint* established by (be health tana of any 
State, rwi>od1i>s • aay Teasels arrirlng In, - or boond to, ooy port or district 
tberoot, ahall ho doty ebaerred by tbs effleer* of tlia enttnma rorem** of tha 



REPRODUCED AT THE NATIONAL ARCHIVES 


COPT 


letter from J. 2. Moore, M. D., to Or. A. H. Richards ' October 6, 191*2 

I have recently received a latter of enquiry from Dr.. Charles M. Carpenter 
or the Univarsity of Ho chaster School of Medicine who believes that he aay be able to 
work out a human experiment on the chemical prophylaxis of gonorrhea. He has asked oe 

to supply him with a statement that in ay opinion such human experimentation is desir¬ 
able. I have in turn replied enquiring from him as to whether he wishes a statement 
from qje on an entirely personal basis or in one of ay official capacities - as Chairman 
of the Subcommittee on Venereal Diseases, National Research Council, or as Special Con¬ 
sultant, U. S. Publio Health Service. In either of the latter oases X have pointed out 
to Dr. Carpenter that I could not make such a statement without the approval of higher 
authority. ~ 

May I ask you to supply me with the attitude of the Committee on Medical 
Research toward human experimentation in general, and toward the particular problem 
of human experiment in the chemical prophylaxis of gonorrhea. 


/Haply of I* Vi K.shards* Chairman, to Or. J. X. Uasr* Octobar 9,' 191*2 

In your letter of October 6th you ask that I advise you of the attitude of 
the Committee on Medical Research toward human experimentation in general, and toward, 
the particular profalem of human experiment on the chemical prophylaxis of gonorrhea. 

Ihe Committee on Medical Research will hold its next meeting on October 29th. 
I shall present your question to them at that time. In the meantime I have 
confidence that the Co m m i ttee will support me In the statement that human experimenta¬ 
tion ±a not only desirable, but necessary in the study of many of the problems of 
war medicine’ which confront us. When any rlaka are involved, volunteers only should 
be utilized aa subjects, and these only after the risks have been fully explained 
and after signed statements have been obtained which prove that the volunteer 

offered his services with full knowledge and that claim* for damages will he waived. 

An accurate record should b« kept of the terms in which the risks involved were 
described. 

In answer to the second part of your question which concerns this specific 
case, the Committee on Medical Research must rely on the judgment of the Responsible 
’hvestigator, supplemented by the judgment of the committee in whose field the inves- 
'.g&tion is proceeding. 


10. 22.1, OSQ^ 

/ 


i. 


^ ^ 1 J&Sr-Js, 
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ntraoouceo at the natjohau archive: 


COPT 


20 -rf.aioa of Dr. Richards' letter of October 9, 23h2) 
3 ply of A. N. Richards, Chairman, To Dr* J- S- Moore 


October 31* 19^2 


. In your letter to me of October 6 you- raised the question of the 
f the Committee on Medical Research toward huaaa experimentation in general sad tomrd 
le pLSSaTp«blea of human experiment in the chemical prophylaxis of sonorrhea* 

: ga?^u ^tentative reply under date of October 9 and brought the natter before the . 
ttfP at its meeting on October 29* 

The statement in the aeoond paragraph of ay letter of the ninth referring 
to the general attitude was u ph e l d* 

"Huaaa experimentation it not only desirable, but necessary 
in the study of many of the problems of war m e dici n e which 
confronts us. When any rieks are involved, volunteers only 
should be utilised ae subjects, snd thsoe only after the 
risks have been fully explained and after signed stateoenta 
have Ken obtained which shall prove that the volunteer offer¬ 
ed his . services with full knowledge and that dados for daaages 
will be waived, in accurate record should be kept of the terns 
in which the risks involved were described." 

I was instructed to recall the third paragraph of that letter and ta offer 
in its place something to the following effect: 

'whenever human experiments are planned 

for is an 03JQ contract recommended fcy (B£R, the Committee on 
■ Medical Research should know in detail what they are. Fur¬ 
ther, it must bo understood that legal responsibility for 
possible daaages rests with the Individual in charge of the 
exper imen ts and the Institution for which he is agent. Ar¬ 
rangements can be made whereby both he and the Institution 
can be protected by insurance* 

Hoping that the above statements provide adequate answer to your questions. 


Reply of J* S. Moore, K. D., to Dr. A. N. Richards 


November 2, "19h2 


lhank you for your letter of October 31 outlining the attitude of the 
- -saittee on Medical Research toward human experimentation. IJ»v» forwarded a copy 
vour letter to Doctors C. M. Carpenter of Rochester, New York, and to Alfred Cohn 
‘ New York City, both of whom are interested in the possibility of hisian experfmen-» 
£ gonoXisa, though neither have as yet an DSHD contract for this purpose. 


& 
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• flaarlal Mo* 334 
liOk 

cogmazm 


AI1/P3-1. (430306) CSC) 
March 6, 1943 


2ha Gbiaf of tha Bnraan of Kodldna and Snrgary. 

Ih* Qffloar-dn-Charce, Baral Laboratory Baaaaxeh tbit Id. 1. 

Cnt-raiaity of Calif otbUl, • Barfcelay, ChUfarniM* ;•• •• 
lh* District Xadibal Of ftaar^ Twelfth Iml District' 

«ad la-ral Opar*tine"»aa«, San Traadsoo, Calllbxaiiu^ • 


S*>et< 


Btfarwoai 


Xndcanrai (l) Copy cf * profarrad form of 

1* mil er rin g reealpt of xwfaranca (a), tba qoastica of tha 

liability paadfcly incurred by tha OoTenamxxt and/or iio agents ia oarrr- 
iag oat «xa «eq>eri»autal mark pr ap oaa d i*'Jtt8 Research Prelect H. X-102 
'*** rtferrad to the *ada« JUdrocata Oaaarxl**'ctfU-os ibr'saq pcaaatom ef 
op ini on. 

2 , la *n inforael maorandtm, r u *hisa<l that tb« edctiag 

raloaoa elaaae la daflciaat la that It do** not atata *faat it rtlaaaeaj 
tbatji r*B*xdlaaB of for* of release execrated, all paraonaal engaged la 
boat* ar* «ob,Ja«t to action la ut* aagllgancra «aa bo oatahHabadj 
«a4 (bat mxch axyarimantaticffl nsaally laada to tba enactment of sp ecial 
le gi s l ation for tba raliaf of any parson inralrad. 

3 . IMrthari tbs rrldaaea available anggaats tiat naitbar tba 
Clyeols oor nltrrriolat radiation *111 aarra ta Halt tba oceami oa tioB 
of lnfl-n e at a fro* ladlTlrfgal to indtrl&ialj aid that tbair ability .to 
starlliaa apeeea la open ta qacetiaju 

4 * Ih tLs* of tba foregoing, the Bnraan cannot authorise tba 

asparlmeaiial exposure of hoaa aobjeots to lnfLocnaa eirua. 

5. It is not*d frem reference (b) that yon lnqnlra -abe tte r it 

aoold ba f aa aihla to mad naaaagee to car-tain inrerfcigetore abroad from 
■abam yem weld probably raodra adtahla apadmana far- subject expert - 
••■^tlom. In dee of tba action of tba Berea* on tba «*b>et-reqmaat 
la reference (a) no action *111 ba taken am reference (b). 


Proposed C l Ini c a l Xralsatiaa af TnHwnrua iztiKrm, gad 
BMwaias ccmceradcg Stflmaagni Ylr»e Spaclnotx*. >* 


(a) To*r-lifttbr 4 : January 1*0. 

(b) To or letter of 22 fabruazy 1943. SJSTsT 




from* 
Its i 

Tlk' J- 
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•J t t of the state Penal Institution, 

San Quanting tv«mg rngirmii of participating in the experiment 

to be undertaken by the United State* Haral Reeerre Laboratory Research 
Unit Ho. 1 far the evaluation of influenaa antisorum, do hereby aertify 
ae fallowst 

"That I have had explained to ae the general purpose and scope of 
the aontanpl^.tad experiment the HaTal Laboratory Research Unit Ko. 1 
intends to wdca and far whiah .1 ai i volunteering. I appreciate the fact 
that there are certain phases' of. .this experiment which for good and 
sufficient reason cannot- be disclosed to me in detail. 

"I^hstre had explained to me that there is a certain ha sard involved 
in t he procedure and that it is possible that I wight beoome sick and, 
in a remote ease, death sight result. 

"Saving had all of these facts explained to me and being fully 
cognisant of .the fact and circumstances irrrnlTwd and noting freely 
and voluntarily without any ooersion an the part of any person wfacev- 
eotrrer, I da hereby consent to the administration of any seroa or virus 
by Inhalation or injection into ma that the Haval Research Laboratory* 
may desire ard the performance upon my body of such experiments as they 
in their opinion may deaide to be of advantage in promoting the research 
•work they are doing. 

*1 hereby remise, release "and forever discharge, the State of 
California, the individual agencies thereof, the United States of America, 
it* various subdivisions and the individual agenaiee, officers or other 
persons conducting the above experiments or ih any m a nn er connected 
therewith, frets eny and all manner of suits, actions or oausea of action, 
olaims or demands whatsoever which I or my heirs, executors, administrators 
or assigns may at any ttas have by reason of said sxperimsnts or of any 
results therwpf of any kind whatsoever. 

■In Witness Whereof I have hereunto subscribed ay B***\th±a ___ 

•day of 1943; 


In the Presence of 


Signature. n 
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,Ir. H. Bilberry 

Sr. A. U. Bruoo 


iii-itf. MAR 1 19—/ i>i h j 
[■Ans.- I 


Clin leal Testing. 


March 14, 1947 I 
Associate Laboxatoy Director | 
Director, Biology Division | 


.. z have received, as a member of the Interim Medical Advisory Ocm it tee, 
a letter from Stafford L. Barren who is chairman of this committee, regarding 
cli n i c al tooting. Ho statest 


M Afc prsBent clinical testing prograns havs been authorised as a 
'part of the University of California at Berkeley end the Dhiversity of 
Bocheater contracts only. In the Interla period*.... .it is requested 
that no other clinical testing be performed by other contractors than 
has been already authorised. 


Jr-#; •This nemo refers only to work done under the auspices of, at the 

'"'^ expense of, or with equipment furnished by and under the responsibility 
of the Atoaio Energy Commission (and not)......by a doctor upon his own 

and his unvorsity's reoponsibility and at costs not reimbursable by or 
'f/’jc -not having any aonnection with the Atomic Energy Commission work". 


I am not oertaln what relation this has to the use of arsenic^, ahioh 
.Sr. JaoohscB and Dr. Beal have been preparing through Arganne and are using at 
Billings Hospital in tracer amounts. I have been assuming that this is part, of 
f ;tha[| acproTod program of this Laboratory and that the responsibility "for" the" 
^Patientajfa a clearly in the hands of the Dhiversity of Chicago,; which Dr. Jacobson 
g asVirei jrt ^is~^tlafled with theprogram'at BiUingtr"*""""'"' .- —*“* 


In ths first place, the University of Chicago has been engaged in work 
Swung anaaa sabjsoto and related to the work of the Manhattan Frojaot. As refer* 
genie in this regard, I can cite report Ho. GH-3607, which was declassified on the 

'iast day of 1946, entitled "Distribution, and Excretion of Plutonium in two Hunan 
‘Subjects". In the second place, this work is part of the program of the Laboratory 
~aa "submitted at the meeting of the Medical Advisory Board January 24, 1947, under 
three of the ten items on this program, namely, (1) Effects of Irradiation on 
-Structure and Functions of the Blood, (2) Response to Different Types of Radiations 
•'of "7arious organs and Tissues including Tumors, and (3) Abaorption, Disposition 
• and Elimination of Radioactive Elements from the Body. 

The purpose of this work falls under these oategories of our program, and 
it seems to me fortunate that we can parallel our a ni m al observations in humans 
"through the experience and clinical contact of Dr* Jacobean. This work will ob¬ 
viously give us information bearing on the extrapolation of animal work to the human 
which is most Justifiable in the case of this short-lived Isotope, which we have 
good reason to believe may be of actual value to theae patients. - 


I wonder if representations could not bo made indicating that this work is 
an laportant and consistent part of our program at Argonne and also that the Argonne 
has included clinical research in its program for some time pest. 


AM3 1 bn Austin H. 3rues, KJ>. 

ooi C^Raadin g File^ 









-3r. Zal-ur J. ni l 11 am 
C arroll L. miaou. 
Ifadloal iaseareh Program 


BBosrcy 32 


AStacuee ars copies * lesser satad April ?, 13*7 
. fret* I.*. 'warren.to ae, and a lessor cased April 30, 12*7 iraa no 
so Or. sa rr a a , relating so sac aosleal reeoarea progran. 2ie 
auSjasu covered in tao lessors sara ciacussed. wish iir. Tsuden Sulcfc 
ca hi* rocont trip So Washington. You -sill nose la tSo tnird para- 
ti- graph ad ay lessor So Or. ba rren tsas taa. Cosadoaion has approved 
v ia principle that rosoarch peraccaol xoriciag oa nodical rosoaroh • 
’•pro jo css of the C emission shoulu be given aa opportunity so dona to 
parS ad their Sloe So pursuing rosoarch ca saoir own isitistira, 

. under cersaia specified conditions, Shile ay letter So Or. Tfarrea 
specifics that such re soar at any be aa .roved up So twenty percent 
or tac siae of the resource personnel engaged on such sedical 
' project*, discussions with She 2faci3ca Square Area and —a 
; Universe cy of doeheotor hava lad loused SttaS ia a coo oases, at - 
bleaks, is aiy be more practicable So ccspusa twenty percent oa k 
^budgetary ratter than a ticc basis. ' 


131. have/already riven =tao Area. Manager, uaaisca 
saarou, tc authorisasion So .taice-- sao-aaSica ccaScaplatod by 
sparagrtcb "2irea of sy letter to- 2r. barren, and So use oisnar • 
yi .budgetary or a. sine basis for conpnting tne twenty percent,’in' ' 
iWtue "case of those sedic&l research. ne nt r a ets supervised by his 
: .'office. IS la requested Shut ycu tubs the necessary steps to 
authorise other Area Kanagers, who supervise other nodical 
rascareu ;rojeasa carried on by universities far she Coacicsioa, 
to Ssis ccaparable sctics. 


- A-tudetents 

stated 
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Carroll L. Tilsos 


May S, 1347 


*-!»* E. Baddla aca, Jr. 
JGEICJLL EESEXSCa PSOCSUM 


.'.SsaocBaand ai$uLtorw attacaad asaoraodiax ts ir. TSaltar 

« . >«i» -. •* ' ‘ “ 

nuiittu. 


Zislaauro * 
■' : jU rtatad. 


23 



REPRODUCED AT THE NATIONAL ARCHIVES 

—■■■■ 1 _ . ■ — 


CCvY 


OFFICE OF 1SS SECRETARY 


From: The Secretary of ihe '.iarr 

Subject: DILILTHOR IZ21, :LZ.I CAL i-lrS-illl-NCATICIt Gif 


1. It^has been noted with concern instances in which service personnel 
have been subjected to experimental procedures involving potent n*dld*- 
tian and often hasard to health or efficiency, tha investigation* in 
question being conducted b 7 civilian physiologists, civilian, physicians , 
or individual nodical officers who may or nay not be aware of all con¬ 
siderations pertaining to such investigation. 

2. tqperimental studies of nodical nature upon service personnel are 
hereby forbiddea/inerr&he experimental design in each case has been 
duly submitted to tha Bureau of Medicine and Surgery, far consideration 
and recommendation, and to the Secretary of the Navy via the Chief of 
Xaval Personnel, the Commandant, Marine Corps, and the Commandant, 

U. S. Coast Guard for final approval. 


0pl3C-jc 
Serial 675*13 
April 7, 19U3 


FIUiTi &0X 


April lii, 19h3 
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As -he headcuarters saiuld be in the Ameri¬ 
can Medical Association u_—= in Unzcugc :i- 
should be stationed there. 

In a recent conference vith Janes Paul l i n 
he informed me that the Sense of Delegates had 
approved the employment of assistants for carry¬ 
ing cn the work* of the Ccmraccee. 

Dr. lull stated that Dr. Szzzz was expected at this 
nesting cf the Executive Ccnnit:^, but that the railroad 
strike prevented his coning. 

' The Executive Committee, cn notion duly seconded and 
carried, voted to refer Dr. Berths letter to the full Board 
and to ask Dr. Bortz to attend ere of the meetings cf the 
Board during the San Francisco Session. 

INVITATION TO ASSOCIATION i: APPOINT REPRESENTATIVES. 
Request from War Denar inert fer Representative to Gc to 
Europe to Sit on Investigating remission; .Dr, Lull re¬ 
ported that the Secretary of War bad received a cable asking 
him to send representatives to meet with representatives from, 
the allied nations to take certain actions cn the human ex¬ 
periments that 7/ere carried on mere. These experiments 
have.been condemned as morally tnsouhd by the nations them¬ 
selves and they want them condensed scientifically. The _ j 
Surgeon General was consulted by the Secretary cf War, who 
stated that they would like to cave a representative of the 
-“-merican Helical Association attainted. They telephoned to 
Dr. Lull for the name of a representative and he telephoned 
to Dr. Sensenich. They agreed tu Dr. Ivy, who is Trilling to 
act as the representative of the Association at the conference. 
The Executive Committee vrtrd, on motion duly seconded 
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. BE?CRT ; Of- A.,C. in 08\WAS-CRISES IH WHICH DOCI 

VTEHS INVOLVED (a. 133) : .Dr. A.„C. Ivy, : r^ho was selected 
tiis Board, in accordance with a request from the Office c 
Surgeon General of .the Army- to..neet : with representatives 
Franca^and. Englsrd to make a survey of. the war. crimes of 
medical, nature .in which German physicians were involved, 
a brief report.- Ha stated that the resting had a two-fc 
purpose: (1 )\Ic make a study of the war crimes and (2) t 
gather-, records, ci all primes in which doctors were invol 
so that -the medical and scientific world would ha object 
inf ormed. as to what some of-the Nazi physicians. and scie 
tists did. The survey, was proposed with the idea of (1) 
ing a study shewmr v/hy these doctors disregarded medico 
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shall 'be inoarrcrated a code or ethical rules for experimen¬ 
tation on }—beings with the idea that sometime, in the 
future- when tee international code is being developed The 
lawyers nay desire to say something regarding this natter of 
human .experimentation.* 

It was rely movedj seconded and carried that Dr. Ivy be 
asked "to ‘turn over to the Secretary and General Ma n ager of 
the Association an" abstract or digest of the scientific evi¬ 
dence regar din g brutal human experimentation, in Germany dur¬ 
ing the war for transmission- to the Judicial Council with the 
request'"that it make a report as to the manner in which these 
experiments are infringements of medical ethics and that it 
make a "report for submission, to the House of Delegates. 
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=£POHT OF DR. A. C. IVY G2I wAR GRILLES IF 7,11 CH DOCTORS 
I370LVED Cp. S)r Tie Secretary of the Izard reported 
Ir. A. C. Ivy had aez with the Executive Icnnittee in 
•t and had sade a report on the survey which he and rep- 
:--=aives of France and England xade of the war crin’esjsf/ 
:i:el nature in which C-erran physicians “ere involved; 

cn 
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anst the Executive Committee requested Dr. 

the Secretary and. General Manager of th 
acs tract or digest of the scientific evids 
developed’in the survey nade of war crines 
•ana Gernans during the war, and voted that 
turned over to the Judicial Council with - 
rale a report as to the tanner in which tn 
are infringements of medical ethics and th 
::r submission to the House of Delegates. 

Dr. Lull stated that he had received 
and had forwarded it • to the Chairman of th 
The Board, on motion duly seconded an 
t; approve the action of* the Executive Ccz 
a report from Dr-. .Ivy and in instructing' t 
aver to the Judicial Council.fo r report.- 


Ivy to turn over 
s Association an 
nee which had been 
on the part of 
this report be 
r.e request that it 
ese experiments 
at it make a report 

Dr. Ivy's report 
e Judicial Council, 
d carried, voted 
nittee in requesting 
hat it be turned • 
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In regard to the question of Dr. Ivan's report, that 
was sent to the Judicial Council as a very prijvate, confidential 
report and It was not on the agenda o t our nesting on Saturday,. 

but is on the agenda of our meetine this afternoon and the 
recosaendations vill be reported to narrow and it night be wise- 
to report that reconaendation before the Sxecutlve session 
that ve are having. 

TKS SPZAKER: The report of the Judicial Council then 
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Report of the 23-24 January 1947 uee&ing uf-^ 
Interim Medical Committee of the 
United States Atcoic Energy Commission 


1. Review and Scope of the Medical Research Program. 

A. Since the inception of the Atomic Scab Project, an expanding 
research program aimed* at the diagnosis and control of hazards peculiar 
to the development of atomic energy has been in effect. These hazards 
Incl ud e those* injurious effects produced through accidental external 
body exposure to radiations emitted by various radioactive materials 
during the experimental or processing operations, as well as the ch em ical 
toxicity or loc aliz ed radiation from such materials deposited within the 
body. 


Considerable pre limin ary or pilot experimental and clinical 
information has been obtained by this research program during the last 
three years. Of necessity, many fields were completely neglected. The 
inj urious effects following single exposures to large amounts of radia¬ 
tion have been determined experimentally; some of the changes following 
prolonged chronic radiation exposure have been surveyed; the biological 
effects which follow the introduction of various toxic and radioactive 
mate rials into the body have been partially demonstrated. Such pilot 
studies have been useful in the estimation of maximum allowable exposure 
levels of radiation or toxic materials to which personnel can be safely 
exposed for a period of time, and the control of such hazards by the 
prevention of such exposures. Such standards were designed for war time 
expediency an d are not necessarily applic abl e to peace time. 

W hil e the above information has been extremely useful in this 
work, it immediately becomes obvious that many critical problems of far 
reaching scope remain to be solved. Information concerning the method 
of production of these injurious effects in body tissues is almost com¬ 
pletely lacking. No methods are available which might stop or delay the 
development of radiation injuries. No therapeutic measures are at hand 
to use following accidental injury due to radiation or radioactive 
materials. Such problems relate to the fundamental nature of living 
nat ter and demand* the careful and continued attention of competently 
trained scientists. 

3., The following list indicates briefly the survey of the general 
studies on radiation effects. 

The known radiations encountered in nuclear fission, as well as 
those encountered from naturally radioactive substances dirids them¬ 
selves into the following types: alpha rays, beta rays, gamma rays and 
neutrons. The li terature on the biologic al effects of x-ra ys_andlggggia_ 
rays is .ygfiuHnptis and a good deal of background information was obtained 
from this~iource. On the other hand, very littl e had been-written about 
the biological effects of al pha rays, "beta rays and neutrsng ^ It became 
necessary, therefore, to mitiaze szudies to cope with the "unique and 
pressing problems as rapidly as possible. 
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The report of the Medical Advisory Committee to the Director of 
the Ifedical Division of Manhattan Engineer District of September 9 , 19h6 
contained the following s u mm a ry of the problems and the methods of ap¬ 
proach being used up to the present. 

1. V^The Physical Measurement of Eadiation of Various Tysi&i Here 
it was and st Tll Is nuca Ssary to develop Bett er mailman of - a ccuratel y 
me asureand standardising the dosage of radiation in xwo vital ly impor¬ 
t ant areas til the measurement of the extern or any radiation which might 
h«> fnnnd Inan industrial area end (,2) in the bioLogicai expeflmuriLatton. 


2. The Biologic Effects of Eadiation. Because of the known dele¬ 
terious effect of radiation on the animal organism, it becomes neaesaary 
_to determine the e ffect of contro lled dosages of the v ar ious types of 
radiation on variou s animal and plant species, including marine life/ 

Such observations can be used in the control of possible human exposure 
and haTe practical use in medico-legal problems arising from contamination 
by effluents. ' r ~~ ~ — 1 

Some of the types of biological effects it is possible to study 
are given below. Only pilot studies have been dene on most of these effects. 

a. The survival time or percentage reduction in normal life 
apan of different animal ana plant species following a given dose. 

h. The genetic effects of radiation as manifested in the de¬ 
velopment of abnormal individuals from changes in the heredity mechanism. 



c. Histopathological changes aa demonstrated by abnormal changes 
in the makeup of the various body tissues. 

d. Physiological changes produced by the alteration of the nor¬ 
mal functioning of living tissues following irradiation. 

a. Biochemical and enzymatic disturbances which are the potan- ■ 
•tiai sources of these physiological ahnoraaltiea. 




v 


5. Methods for the Detection of Minimal Eadiation Damage are being 
developed directly from experiments, of the above types and are applied to 
the study of the human individual. These include studies on: 


a„ Biochemical and enzymatic changes vhich say he detected and 

^which, if measurable, can be corrected before irreversible damage has taken 
place. Examples of such changes would be effects on the metabolism of copro- 
i porphyrins, excretion of abnormal substances in tbs urine, and the like. —■ 



b. 
latoro ie 


It has been known that radiation depresses the function of 
t.Pw_ 4 3irU3Ja -™ a? *' rrt *- j lymph nodes, etc. ) and detailed study 


is indicated to detect early changes under controlled dose radiation with all 
blood elements under continuous observation. -- 
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c. The production of anatomical changes such as epilation, 
skin erythema, and alterations in the integrity of the skin and the like, 
must L ika viae "be studied under controlled doaage. 


k. Methods for the Prevention of Eadiation Injuries. These in¬ 



clude: 


a. Methods of physical detection of external radiation by the 
develo pme nt of sensitive direct reading instruments capable of the detec¬ 
tion of amounts of radiation veil below those necessary for demonstrable 
Injury to the animal or human subjects. 


b. Methods for the determination of harmful amounts of radio¬ 
active dusts and gases in air, in water and in'body tissues. Many radio¬ 
active materials are deposited in the body, like radium, and in such loca- 
tiona produce injury to tissue, particularly the bone marrow.7~Ms^Sodi '~1 
based on the determination of dangerous amounts of these substances by ex- / 
a m in a tion o f the excreta and direct measurements of the body itself a re 
‘first developed' In animals and then applied to human beings . --~- ' 


5. Protective Measures. Studies on (l) the efficiency of shield¬ 
ing against radioactive materials (2) the efficiency of exhaust and ventil¬ 
ating systems against dangerous amounts of dusts (3) the development of pro¬ 
tective cloth ing and devices and (k) the development of remote control pro¬ 
cessing methods have been extremely important in the Manhattan District pro¬ 
tection program to date and will continue to be fundamental to the develop¬ 
ment of a safe atomic power program. 


6. The possible treatment of radiation injury deserves extensive 
study with high priority. ‘frrpBr rmM ni.M-lr df~ the damaged hemato¬ 

poietic elements destroyed by severe radiation exposure offers one poaaibil-' 
ity. Detection and neutralization of hypothetical but unknown toxic sub¬ 
stances produced by radiation is another possibility. This difficult and 
fundamental problem deserves consistent and detailed study. 


All the above studies are of necessity done with alpha, beta and 
gamma rays and neutrons of varying intensity, singly and in various combina¬ 
tions. Also, the effects of acute and chronic erasure ga g.t_b.9_determined 
separately bscause of their dissimilarity. 

C. The following list indicates briefly the study of the hazards due 
to special materials. For brevity, it is -preferable to discuss the potential 
toxicity of special materials by first indicating the types of studies to be 
carried out, and then by listing those materials on which studies have been 
made or on which studies are necessary. 


1. First, an actual determination of the toxicity of a substance 
must be made, measuring how poisonous it is, both in. acute and in chronic 
\, exposures. Ti9 amounts administered are decreased until asymptomatic l&voi?; 

•j jK are fpugr*. ^ In this way, toxic i9vei.s msy~be' avofde'd - ihTlaboratcry and plant 
! '/\ environments. Some p ilot work in thi3 d irection has been completed for a few 
compounds _of_uranium. Plutonium amd oertaiit special cllsl' 
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a. The suds of entrance into the body (ingestion, inhalation _ ? v 

jT skin absorption) must be studied as different manifestations and degrees • *, 

. of tonicity may be produced by each route employed. Storag e in and excre- ^ m . Jv 
tion from the body must be studied in chron ic experiments at various levels /r' 
o f 'exposure. "— --- 

b. A careful analysis must be made as to the character of 
the biological changes; specifically, production of physiological, histo- 
pathological and biochemical and genetic evidences of damage. Seme prog- 

• ress has been made here. -- 

c. The nature of these injuries and the mechanism by which, 
they occur must likewise be studied. This affords information as to the 
necessary protective measures, and indicated therapy after exposure. Very 
little has been attempted here except in one or two instances. 


2. Preventative measures require study. 


a. The comparative effectiveness of physical methods for 
the removal of hazardous dusts; namely, the reduction in skin contact and 
prevention of ingestion, mast be measured. Kethods for accurate estima¬ 
tion of such hazards must be developed and used. The efficiency of certain 
protective chemicals, ointments, etc., must be studied. Only pilot studies 
have been done here. 

b. Protective devices such as portable respirators and 
clothing must be tested for those hazardous substances against which they 
will be used. Ho practical mask, military or otherwise, which will protect 
against soms of the worst hazards has been found yet. 


c. Finally, appropriate investigation must' be made of those 
therapeutic measures to be used in the treatment of both acute and chronic 
toxicity states. 



Completion of the various phases of the program outlined above 
would provx3e complete information as to those medical aspects which must be 
taken into account in the protection of the worker, as well as treatment of 
injury should it occur. The following is a nearly complete list of the 
substances on y<hich studies of this type are necessary: 

a. Uranium, and its compo unds - 


(1) Uranium metal and its chemical compounds: oxide?., 

nitrate, chlorides, bromide, tetra and hexafluoride, sodium and ammonium 
diuranates. Seme pilot studies have been completed. 


(2) Uranium chain of heavy metals: 

Uranium J?- 
Uranium 
Radium 
Polonium 


Relatively little has been accomplished here. 
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(3) Fission products of cleavage of TJ-235 and plutonium. 

Tory meagre pilot atudiaa have heen dons hors. 

(h) Artificial isotojoea of uranium - 232, 23^, etc. Almost 
nothing has heen done hers. 

h. Thorium and its chain, alsoat unknown. 

c. Plutonium - soma pilot work. 

d. Special ccceBsory mat aria la - pilot work only. 

(1) Fluorocarbons 

(2) Fluorine 

(3) Beryllium 

[h) Others 

D. Production Hazards. The results of the laboratory studies Bade on 
the. materials discnaaed above are applied to the prevention and control of 
industrial hazards -which arise in the large manufacturing areas vhora these 
materials are used in large amounts. These are illustrated by the following: 

1. In the Electromagnetic and Diffusion Methods for the isolation 
of uranium 255, the major hazards are from the uranium compounds, the con¬ 
centration of uranium XI and 22, and the special accessory materials and by¬ 
products formed in the process of manufacture. 

2. In the graphite pile where plutonium (239) is produced on a 
large scale, the hazards are frcm the alpha, beta dn gnmra rays, neutrons, 
the plutonium metal and its compounds, the various radioactive fission pro¬ 
ducts resulting from the pile operation. 

QT; The c hemical isolation of/no Ionian fo llowing its formation in 
the pile incorporates hazards from alpha~THdietlon following absorption into 
the body. 

k. m Chemical purification process in making uranium metal results in 
hazards from alpha, beta and gamma radiation and the chemical'toxicity of the 
ursnium of other products used. 

5. Study of'the msdical aspects of plant programs aside from the de¬ 
termination of the effect of radiation and chemical toxicity, include addi¬ 
tional information obtained from plant investigations as from: 

a. Clinics 1 survey of all exposed personnel. 

b. Monitoring of hazards by special instruments and methods. 

- 5 - 
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c. Surveys of new types of graphite piles and production 

equipment. 

E. Hazards of Atomic Catastrophe in Production Areas. 

1. Immediate effects: 

a. Radiation. The radiation occurring at the time of the 
expl osion coupled with blast and heat causes biological effects which 

'may differ from those occurring following other acute known effects from 
gamma arri neutron radiation, and demand study. Some pilot work and 
observation of the Japanese indicate that this cay be so. 

b. Blast. The total blast energy of atomic explosion is 
very great and may have totally different types of shock waves, recoil 
waves from ordinary explosives and uniaue biological effects may be pro¬ 
duced. Some pilot work has been done. 

c. Actinic Radiation. The intense bums from, actinic 
type of radiation have not been studied. This also includes the combi¬ 
nation effect of all three items in this group: blast, radiation and 
heat. 


2. Delayed Effects. 

a. Protective devices. Study of methods of protection . 
against the radioactivity deposited at the time of blast. 


b. Decontamination. Methods of decontamination of soil and 
the like must be worked out for cleaning up active areas. Some experience 
is available on this from New Mexico and the ships from 3ikini which is 
applicable. 


c. Investigative -equipment. Special equipment must be 
developed and tested for use in investigating bcmb'ed areas. 

d. Study of casualty effects. Field study of fission clouds, 

possible injuryto water supply, soil and the like, human d am a ge by popu¬ 
lation surveys . " ---_- 

e. Study of treatment of all immediate effects such as ra¬ 
diation, heat and blast. 

F. Preparation of pertinent information in proper form, for use by 
catastrophe units in production areas. 


II. Current Medical ] 


tearch Program. 


A. To permit continuity, it is recommended the current program be 
continued during 1947-1943. The current program is reviewed by topics 
under the following list of the participating organizations: 
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Argcnne National Laboratory 
University of Rochester 
University of California at 3erkeley 
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Columbia Uaivorsity 
University of Washington 
Monsanto Cb9micaL Co. (Clinton Lab) USPES 
Monsanto Chemical Co. (Daytcn) 

Loa Alamos 

Western Beserve University 
University of California at Loa Angelas 
University of Tenneesee 
University of Virginia 

Drootbaven and other future laboratories are not included. 

B. Future expansion of the medical and biological research program on 
a long term contract basis (5 years or more) is necessary in order to eecure 
information of a more fundamental character which is necessary in order to 
cope with the special hazards of atomic energy development. • Also it is Im¬ 
perative to open new fields of application for the products of atomic energy 

in biology and medicine. The Committee feels that suoh expansion can best ,). 

be planned and put into effect after the establishment of a Medical-Biological 
Division. (See Appendix A). After the Begional Laboratories are well organ- ,2? 
i2od, the ob vious us efulness of isotopes in a vide a-pp l lcatlom _tn-hlo tog ic&l 
r esea rch will offer~~ao~m auy t re gf endoua opport uni ties that developments in this . • 
field are assured. 

C. Specific Projects: (in brief, topical outline) 

1. Argonne National Laboratory - Dr. Austin M. Stubs, Director. 

a. The physiological picture of animals exposed to acuta and 
chronic irradiation. 

b. The affects of irradiation on the structure and functions of I 

the blood, and on the Jis aar o- I o fli sal ^defenseB against infect ion^. -* 

c. The acute toxic effects of external radiation snd absorbed 
radioactive substances: their mechanism of injury; prevention of possible 
damage and treatment cf already injured individuals. 

d. The abnormal responses cf "blood cella, cultured tissue ffells 
end single celled organisms to various types of radiation. 

e. The chronic effects of radiation and radioactive materials 

in animals* 

f. The mode of action of radiation in the production cf cancer. 

g. The response to different types of radiation of the various 
organs and tisanes, including tumors. 

h. Studies on. tbs chemical effects of radiation which are funda¬ 
mental to its biological response. 


<r* 
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the foregoing. 


i The absorption, deposition and elim in ation of radioactive 
he body. 

The design and standardization of instruments to carry out 


adversity of Eochestar 
a^Eacflatlon. - and ESSiology Section: 


asterY Dr. 

USSiology Si 


Andrew H. Dowdy, Director. 


(1) Instrument design, measurement standardization, in¬ 
dustrial monitoring. _ . 

tS& (p) Biological effe ct- of < toac|2£?amounts of p olonium , ^adjum 
nnrt ragnjum Wmsiri. and animal subject s. Application of tracer experiments 
to serve other parts of the project. 

(3) Physiological effects of exposure to acute and chronic 
radiation including the .radio-isotopes; search for therapeutic methods of 
value. 


(h) Development of possible chemical techniques or methods 
of detection of radiation damage, and the mechanism by which such effects art* 
•produced. 

{5) By means of spectroscopic methods, to study the distri¬ 
bution of uranium and other heavy metals of importance in animal tissue; a 
search for possible clues as to the method of bony deposition of radioactive 
materials. 

(6) Study of the time intensity factor in radiation, and 
development of methods of producing instantaneous exposure to radiation (A 
bomb effect). 

Study of the metabolism of plutonium, polonium, radium, 
etc., in huma n subletsT ~ ~ -- 

b. Fuarmacology: 

(1) Study of the inhalation toxicity of various uranium.., 
beryllium and thorium compounds. Studies in the mschsnlsm of production of 
inhalation -tonicity. 

(2) By chemical techniques, studies of the mechanism of 
uranium fixation in bones, uranium complex formation, methods of excretion of 
uranium. 


(3) Acuta toxicity effects of uranium, beryllium and tbo>r5 "w. 
compounds by ingestion. 

(4) Pathological effects of uranium, beryllium and thorium 
poisoning, and mechanism by which produced. 
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duction. 

tioa. 


• (5) Physiological effects of uranium, beryllium and 
thorium poisoning. 

(6) Special tenacity studies. 

(7) Certification of respiratory protective devices. 

c. Experimental Surgery. 

(1) Clinical, hematological and pathological effects of 
acute lethal radiation. 

Methods of bone marrow transplantation. 

(3) Studies in bone marrow reserve and radiation effect. 

(4) Tissue culture studies related to bone marrow pro- 

(((5^ Effect of folic acid ana rutin on mrrow regenera- 

(^6)^ Studies of metabolism of iodine by thyroid. 

d. Experimental Hematology. 

(1) Comparative study of blood histamine after radiation 
and hematological effects in cells. 

(2) Studies of life cycle of blood platelets. 

(3) Studies on life cycle of leukocytes. 

(4) Studies on marrow reserves after radiation. 

■ (5) Evaluation of coagulation defects following irradi¬ 
ation. 

(6) Techniques for early.detection of hematological 
changes resulting from ionizing radiation. 

e. Genetics. 

(1) Continuation of studies of effect of chronic radiation 


on mice. 

(2) Continuation of studies on effect of acute and chronic 
radiation (x-ray) on D rosoohilia. 

(3) Histoger.efci.es. 
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f. Training personnel in all above sections. 


' - 3 . ■Ohlversity of California at Berkeley. 

a. Dr. Joseph Hamilton’s program. 

(1) Metabolism of fission products, radium, actinium, pro- 
tosctinium, uranium, neptunium, plutonium, americium and curium in animals 
wrtfl nan. 

(2) Metabolism of possibly hazardous artificially induced 
radioactive elements from plant construction materials such as chromium, 
nickel, etc. 

(3) . Metabolism of beryllium. 

(4) Development of methods of treatment of poisoning from 
fissionable elements, notably plutonium and uranium 233 and from the long lived 
fission products. 

(5) Behaviour of fiasion products and fissionable elements in 

soils and plants. 

( 6 ) Study of alpha particle irradiation and the t hyroid gland 
in animalB and man by Astlclne (Element 85 ). 

( 7 ) Development of methods for decontamination of radioactive 
ships "from Operation Crossroads. 

( 8 ) . The execution of certain radio chemical analyses for 
Operation Crossroads and training of Army and Uavy personnel. 

wc^} a etudy of the-metabolism of elements chemically similar 
.to the fins "icnsbloe lament a and the fiseion products. 

b. Dr. John H. Laurence’s program. 

(1) Biological effects of fission products. 

(2) A eesrch for uranium compounds that vill localize in 
organs other than the livsr and spleen. 

Biological effects of the disintegration products of 
' boren^and lithium following nsutren irradiation. 

(b) Genetics of the carcinogenic effect of beta rays. 

(5) Physiological chemistry of the biological action of 


(6) Changes in water balance following radiation injury. 

- 10 - 
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and tissues* • 


(7) Radiation effects on tissue cultures. 

(S) Effects of selective irradiations of individual organs 


c. Dr. Robert S* Stone*s program. 


external and inter 


Studies in whole body radiation of human subjects by 
radiation.-- ----* 


(2) Studies on the metabolism of radioactive iodine in 

animals and man . - - 

(3) Joint studies with Dr. Joseph G. Hamilton to evaluate 
the therapeutic applications of the fission products and the fissionable 
elements. 


(4) Exploration and therapeutic applications of other 
•radioactive elements and compounds. 

4 . Columbia University - Dr. G. Failla, Director. 

a. Measurement of ihst neutrons for biological purposes. 

b. Heasuremeat of time dose relationship resulting from 
radioactive isotopes distributed in the tissues. 

c. Measurement of specific gamma ray emission. 

d. Study' of the quantitative relationships in chemical effects 
produced by gamma rays and fast neutrons. 

e. Further study of eye and gonad injury produced by fast 

. neutrons. 

f. Study of the biological action of ionizing radiations. 

g. An attempt to reduce radiation injury. 

h. Study of the distribution of radioactive isotopes in 
tissues and cells,, 

i. Protection data for the safe handling of radioactive 
isotopes in small amounts. 

j. Training of personnel. 

k. Measurement of very high energy radiations for biological 

dosage. 

p. University of 7.'ashlngton School of Fisheries - Dr. Lauren R. 
Donaldson, Director. 

- a. The work of this project is to explore the general problem 

of the effect of radiation on aquatic organisms, and in particular, to study 
the problems arising from the discharge effluent frcn the Henford plants into 

- 11 - 
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th 9 .Columbia Hiver and the possible contamination of sea wafer (including Bikini). 
The verb under this contract Involves studies of the following nature: 

(1) Acuta and chronic effects of external radiation on 

fishes. 

(2) Breeding studies on salmon and trout following irradi¬ 
ation. 

(3) Studies of the effects of the Hanford effluent on salmon 

and trout. 

(h) Effects of Internally deposited radioactive materials on 
aquatic organisms. 

( 5 ) Field studies on the effect of possible Sanford pollution 
on aquatic life in the Columbia Elver. 

(6) Studies on the transfer of radioactive materials in "food 
•chains", starting with the simpler biological forms (i.e. plankton) and follow¬ 
ing the distribution ana fate of such materials oe these contaminated animal¬ 
cules are successively eaten and metabolized by higbsr forma (fishes, etc.). 

(Fj% Feeding experiments using radioactive materials in the 
foods. - V/ 

6. Hanf ord Engineer Works (Eesearch Project) - Dr. Simeon T. Cantril, 


a. Health phyBics research and development in radiation monitor¬ 
ing, instrumentation, t 

b. Training of technicians.and other personnel In problems of 
radiation protection. 

. c. Applied biologic research relative to phases of radiation 
hazard peculiar to Hanford Engineer Works operations and waste disposal: 

(1) Soil, water and air contamination by radioactive materials 

(2) Studies under controlled conditions of the effects of 
radioactive materials on domestic animals. 

(3) Studies under controlled conditions of the effects of 

radioactive materials on vegetation. 

(h) Fish Studies: (In collaboration with University of 

Washington, project listed previously.) 

(a) Effects of waste effluent on salmon and trout. 

(b) Effects of 
ials. 


internally deposited radioactive mater- 
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(c) Field studies on possible pollution of Columbia 
Elver and fish by Hanford waste. 

(d) Plankton experiments - absorption studies. 

7 . Monsanto and U. S . Public Health Service, Clinton Laboratories - 
■Dr. Alexander Hollander, birector^--—---—--- 

a. Studies of the biological effects of slow and fast neutrons, 
beta and gonna radiation are in progress as a follcrw-up of previously reported 
work. 


b. Effects of plutonium on bone healing is being studied. 

c. The parabiotic twin technique ic being used to study the in¬ 
direct effects of radiation. 

d. A concentrated attack is being made on radiation effects on 
the rate of mitosis, chromosome breaks and exchanges, gene mutations and the 
general genetics 1 'makeup of the cell, including cytoplasmic factors. 

e. Tracer experiments of a number of metabolic systems have 

been initiated using various micro-organisms. ' 

f. Effects of radiation on cell const flue nts, proteins, nucleic 
•acids and enzymes are being studied by modern physical-chemical tools, (in¬ 
cluding isotopes.} 

S* Eadiation effects are being investigated, on blood con¬ 
stituents and blood forming organs aa well as on the nervous system. 

Cooperative research arrangements are being made with the 
Universities v « 2 >Teone 3 see, Vanderbilt University, Washington University, 
University of Pennsylvania, John Hopkins University and Carnegie Institu¬ 
tion. 


_ CJ) Close cooperation with the national Institute of Health and 

the national Cancer Institute has been set up. 

3 . Instrumentation of radiation monitoring developed by health 
physics will be continued. 

k. Health physics research ia to be extended. 

l. A training program. 

8 . Monsanto Chemical Cc. (Dayton) - Dr. James Svirbely, Director. 
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a. Biological effects of chronic and acute exposures to 
9 nH nolanium camoounds by rarious modes of administration to 
-ass aa5 add^ ua pssgiaslble levels for human exposure. Tr acer ex- 

a3 £X5 = g8 2csS3& aii^ r MiLl^ inveafea reticgr^chani^of _ 

action, ccrrelati on ~of excretion levels with visceral content and genetic 
effects will be. studied. 

• /Cbl) iSaximum permissible levels for alpha radiation in 
individual viscera, especially the kidney. This is a specific phase of 
the first problem. 

c. Study of maximum permissible levels for polonium to 
use in safe waste disposal. 

correlation of excretion levels and exposure in produc¬ 
tion perscnnelN*' 

© Study of prophylaxis and therapy of the toxic effects 

f. Biologic effects and methods of measurement for pro¬ 
tection ag ains t radiation frem special neutron sources prepared at Dayton. 

g. Development of continuous monitoring equipment and 

other types. 

h. Studies of the preventicn of contamination and on 
decontamination. 


o> 


9. Eastern Reserve University - Dr- Bymsr L. Fiiedell. 


yv 




St udi es on toxicity of thorium. 

(1) Biological effects. 

(a) Study of biological effects of noiublo 
thorium compounds, lethal effects, weight 
changes, histopathologic, hematologic and 
biochemical changer. 

(a) Study of biological effects of insoluble 
thorium c omp o unds as in a(l) above, but 
also includes radiation effects. 

(2) Distribution studies. 

(a) Study of thorium distribution in tissues 
oy chemical assay. 

(^(b/^Study of distribution by tracer technique. 

- 14 - 
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(3) Biochemical studies. 


(a) Transport of thorium across gaetro-intestinal 
and respiratory epithelium. 

(b) Mode of transfer of thorium in blood and tissues. 

(c) Manner and characteristics of thorium deposition 
la- tissue. • 

(d) Bariev of enzyme systems affected and enzyme in¬ 
hibition. 


b. Study of radiation effects of internally distributed radio¬ 
active elements. 


(1) "Summation" studies of several radioactive elements of 
widely varying specific ionization. 

(a) Study of beta emitters lodging in specific tissues 
(bone, kidney, thyroid, etc.). 

(b) Study of alpha emitters lodging in specific tissues 
(bone, kidney, thyroid, etc.). 

(c) Comparison and. summation of alpha and beta emitters 
• . having approximately similar deposition in tissue. 

c. Synthesis of compounds into which radioactive elements may be 

introduced. 

{*■.) Comparison of radiation effects of various beta emitters 
alternately introduced into the same compound. 

) (2) Comparison of radiation effects of beta and alpha 

emitters (wide divergence of specific ionization) alternately and concomitant¬ 

ly Introduced into the body. 


a. Study of the distribution of the above noted radioactive 

(1) By assay of radioactivity in tissues. 

(2) By radicautograpfas of tissues and similar suitable wn 
10. Los A l a mo s - Dr. Louis HempLsmsnn, Director. 

• a. Plant hazard research. 

(1) Development of method for the determination of minute 
amounts of plutonium in the excreta and body tissues of humans a nd animals. 

; *^03) Determination of the f raction of injected plutonium tc-:- 

-Sgg£- e& P er by u nmans and animal s. (In collaboration with the Uaiver^v- 
v of Boch3star). - "' l ' 

"* - 15 - 
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(3) Mataboliea of plutoainn la animals. v 

gQ gena to logical studios in laboratory 1 peraoimfll ez - 

nosed chronica 11^ - ^nrrenootea _ aoBeg _ qi' raalaxion^iia rp dj^^- 

mtariaL aaTaeciaantally esposed to largoJ nR^fl of _ ggdlatioa. _ 

(5) Development of Instruments to measure radiatioa. 

(6) Development of safe techniques for plant operation. 

(fyjj Clinical studies on acute radiatioa disease. 

h. Proposed fundamental and applied research program. 

(1) The f undam ental studies on. the acute effects of 

radiation. 

(2) Treatment of acute radiation disease. 

(3) Methods of detecting early radiation injury. 

(4) Continue d studies of the metabolism of plutonium, W-235 
and othar radioactive materials. 

"XS) DatectionTf accumulated plutoniu m in thelungs^ 

(6) Biochemical studies of nncleoprotain and the effect 
of radiation of the fundamental physiology of the cell. (3a collaboration 
with Washington University, St. Louis, Mo.). 

(7) Detailed study of ahaorption of ^ plutonium_ft sgn con¬ 
taminated surfaces and wounds. 


(3) Any special problems arising from new operating hazards 

on this project. 

u. University of California at Los Angeles - Dr. Stafford L. Warren, 
Director. 

a. The mechanism of blood vessel injury by radiation. 


b. Bone marrow injury by radiation, its repair and treatment. 

c. Mechanism of "metal" deposition in bone and mec h a ni sm of rs- 
moral from bone. 

d. • Protein degradation following radiation end chemical injury,' 

12. Contracts approved hy the Interim Medical Committee and awaiting 
U. S. Atomic Energy Commission approval: 
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a. University of Virginia - Dr. Alfred Chanutia, Director. 

(1) Study of the affects of various types of radiation 
(alpha, beta, gamca and neutrons) on the circulating blood proteins by 
electrophoresis and protein fractionization technique. To determine whether 
means of early detection of radiation damage can be accomplished in this way. 

b. University of Tennessee - Dr. Henry Wills, Director,. * 

(1) Study of the mechanism of tonic effects of jiraaijm. 
and other heavy metal compound s.on the kidney. This is a continuation of 
Dr. Wills* work with the Rochester Manhattan Project during the war and 
“Contributes to that general study.!” -- - 

D. Estimated total Health-Safety research budgets for fiscal year 
1946-1947 and 1947-1948. 

1 . 


Contractor 

Fiscal Tear 
1946-1947 

Fiscal Tear 
1947-1948 

’Probable 
Local Budget 


'Los Alamos 

$ 100,000. 

$ 200,000. 

$ 500,000. 


Univ of Rochester 
UofC at Berkeley 

1,200,000. 

1,300,000. 

1,800,000. 


Program II 3a 

100,000. 

125,000.) 



II 3b 

U 3c 

115,000. 

20,000. 

200,000.}:- 

35,000.) 

400,000. 


Clinton Lab 

ISO,000. 

500,000. 

500,000. 


Monsanto (Dayton) 

40,000. 

225,000. 

200,000. 


Hanford 

200,000. 

500,000. 

500,000. 


Western Reserve 

100,000. 

155,000. 

200,000. 


U of Washington 

28,000. 

100,000. 

150,000. 


Columbia'University 

■100,000. 

100,000. 

' 100,000. 


Argonne 

Brookhaven 

1,200,000. 

1,400,000. 

400,000. 

1,500,000. 

500,000. 


U of Virginia 

25,000. 

50,000. 

50,000. 


U of Tennessee 

16,000. 

16,000. 

16,000. 


UofC at Los Angeles 
Western Regional 

100.000. 


200,000. 

500,000, 


Total liedicai- 



—-— 


Bioloeical 


&5,9C6„CCQ. 

S7.n6.ooo. 


Health-Physios 

500,000. 

1,000,000. 



Training 

Field Survey & 

(?) 50,000. 

5,000,000. 



Service Research 

(?) 3.000.000. 

2.C00.000. 

3,000.000. 


Estimated 

Grand Total 

S7.074.000. 

S13.9C6.00C. 

S13.166.000. 



Note: See D2 for estimated totals of Regional Laboratories including budgets 
for research in the participating universities. Orly those currently active 
are shown. • 


- 17 - 

10 3 3 b 15 


49 














2. Eventual Hoa Ith-Safety research, "budgets, 1949-50. Eat lasted 
annual budget for research. Does net include monitoring or clinical ser¬ 
vices which are chargod to operating "budgets. Each gsgicnal Laboratory 
budget represents the totals of the local research and those of the parti¬ 
cipating universities. 



**Thia total is large "because this area carries the major industrial and pro¬ 
duction activities. 


sp&ci 

been 

radis¬ 


hes it h -Physic3. 

A. Health-Physics is the name applied to a'newly developed an<? K'yfclj 
.sliced branch of Radiology. The principal function of EeaLth-Pi-j&ic-f. ba¬ 
te mshe a study of radiation problems and to devise means of preventing 
.on damage. The records obtained by thia group are of medico-legs 1 jn- 
The manpower shortage in thia field is acute. ' == — - 
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Ia general there are two principal aecticns in each health-physics 

division: 

1. Beeearch and development in instrumentation and energy levels. 

2. Service under operating conditions in the plant. 

B. The duties of the service section of health-physics .are: 


1. Personnel monitoring the measurement and recording of the daily 
radiation dosage received hy each peracn. 


2. Instrument eervice. 


a. The calibration and maintainance of the varied end numerous 
instrumants employed. 

5. Building surreys. A daily measurement and recording of working 

areas. 

4. Off-area surveys. An approved monitoring of the radiation level 
•in the air and water discharged from the plants so that it present a no hazard 
to neighboring ccnmunitiea. T he coat of the servlca - a oetio ng - of -Bealth-physlca 
eboaid be borxa by sash rl a st_ as a n operating;Only the costa of the re¬ 
search and development sections are'TSaicateiT'in Section H 31 and 2. 


• C. The problems of the research and development sections of the health- 
phyaics divisions' have bean quite varied and perhaps can be indicated boat by 
the following list which presents a few typical examples: 


1. Instrument development.- 

a. Personnel monitoring instruments such as pocket maters and 
film, badges have been developed but still need improvement. 

b. Many problems were encountered ia the.development and pro¬ 
duction of fairly suitable portable and fired meters to measure the aLp'aa, 
bets, gamma, thermal neutron, and fast neutron exposures received by personnel 
undsr varying situations. 


c. Survey meters of all types, especially electrostatic and 
electronic instruments were developed and produced. These need considerable 
improvement, particularly for alpha and neutron measurements. 

2. Special measurement of energies to which personnel is exposed. 

a. Belative to instruments: 
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(1) Test meters "for energy dependence and saturation 


(2) Develop photographic film monitoring techniques. 

(3) Develop an instrument to measure fast neutrons in the 
presence of gamma rays. 

(4) Devise methods of measuring plutonium in air in the 
presence of other alpha emitting substances. 

(5) Develop continuous air monitoring instruments to 
maasurs aibha, beta and gamma radioactive gas and suspended dust in the air. 

(6) Develop a utomat ic hand counters, area radiation warning 
instruments, automatic water activity counters, etc. 

b. Applied physics measurements. 

Cl) Develop remote control operations for working with 

radioisotopes. 

(2) Hake a study of various types of shielding, radiation 
shipping containers, etc. 

\C3W DeveloD me thods of determining the amount of plutonium, 
polonium, uranium^etc., that are fined in the body. 

Develop methods of estimating excessive radiation 
exposures from thS^amount of radioactive sodium and potassium in the blood. 

(w5£jj) Measure the efficiency of masks, respirators, gloves', 
and clothing in plf^venting body radiation exposure. 

(6) Develop and operate methods of decontamination. 

(7) Study new methods of radioactive waste disposal. 

(S) Help in the design of new buildings to minimise 
radiation exposure. 

c. Physics research. 

(1) Carry cut n sky-shine ,r experiments. 

. (2) Study effects of high energy radiation on tissue. 

(3) Study radiation scattering in shields and in tissue. 

(4) Determine value of c/? t etc. 

- 20 - 


I 0 3 3 b I 8 


S2 




c. 


Theoretical. 

(1) Hake numerous tolerance calculations to determine 
presented by external and internal eoqsosure. 

(2) Calculate radiation from extended sources. 

(3) Set up radiation protection tables, rules, regulations. 


Educational program. 

(1) Train health physicists for other atomic energy sites, 
for those universities and laboratories that have radiation problems, as well 
as for the Army and Navy. 

(2) Consult with numerous individuals and committees on 
radiation problems. 

(3) Help outside organizations to check their laboratories 
and operations for radiation hazards. 

(4) Train chemists, physicists, etc, who are not health 
physicists but who need a proper respect for radiation problems. 

(5) Operate health-physics training programs. This is 
urgently needed. None are available now. 

D. The table in Section H Dl and 2 gives an indication % af' the present 
and future total manpower and total expenditures of health-physics. Past 
annual costs have been quite large but are not available. 

IV. ' Training program. 

A. One of the mcst serious difficulties impeding the immediate progress 
of the general program designed to safeguard civilian and industrial personnel 
against the deleterious effects of the products of nuclear energy and the 
promotion a£ the beneficial utilization of such products is the lack of a 
sufficient number of well-trained personnel. Such a situation has arisen 
from the combination of a hiatus in basic science training during the war and 
the uniqueness of the problems confronting the Atomic Energy Commission. 

It Is recommended that an extensive training program be sponsored by 
the Atomic Energy Commission to facilitate the training of suitable personnel 
in the various branches of atomic energy. As a result of the crowding of the 
universities, seme building program will probably be necessary. Such a 
program should embody the following objectives: 

1. To increase the usefulness of present project personnel, academic 
se m i nar s should be instituted and in certain instances, attendance of courses 
in the basic sciences of physiology, histology, biology, physics, bio-physics, 
chemistry, etc, should be required as a part of their regular schedule*! duties. 

- 21 - 
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AQZEDA 70S MEDICAL COMMITTEE ECS ATOMIC RESEARCH 
JAHOARY 23, 24, 1947 


I. Bariev and approTal of past program. (Hadicai aumary 19^3-^ 

to be reviewed and approved If possible). 

H. Scope of Research Program 1546-47. (Appendix A) 

(University of Chicago) Argonne' Rational laboratories 
University of Rochester 
University of California 
Hamilton 
Stone 

Columbia University 
' University of Washington. Seattle 
Monsanto Chemical Corp. (Clinton Laboratories) USPHS 
Monsanto Chemical Corporation (Dayton) 

• Los Alamos . ■ Western Reserve University 

Contracts Awaiting Approval: 

■ University of Tirginia 
University of Temess'ee 

III. ■Recomaandstions .for Future Research Policy 

A. - Scope of fundamental work' (that approved In September meet¬ 
ing) (Appendix £) . 

3. Human Tasting with special materials . 

17. Organization of Medical Responsibilities 

A. "'Advisory Committees 

1. Advisory Committee on Medical Research and applica¬ 
tion (Toierancas, Standards and Hazard Interpreta¬ 
tions in addition to research programs). 

2. Advisory Committee on Industrial Medicine and Toxi¬ 
cology. 

3. Advisory Cosmiittee on Health Physics. 

B. Recommendation for "the continuation of operation of the 

Medical Division at ths present level with the avail- ■ 
abl9 reduced force now in that office as we LI as salary 
schedule. 
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APPS5BH A (Coat'd.) 


C. Training -Program 

1. Statement of the urgent need for. qualified trained 

physicians.. 

2. Source of physicians. 

A.S.T.P. 

Civilian 

j. Heconmandationa for specific training program. 

Y. Recommendations for Medical Director and Delineation of Responsi¬ 
bilities. 

^VX. Representation on Advisory Board to Atomic Energy Consaiasion 
YTI. Release of Information 

Eeconmendation for a mass meeting czf all present and former 
Atomic Energy CommiBBion medical researchers,at which time 
a program (4 days) would present accurate information on 
all medical aspects related to atomic energy then available 
for security clearance. This meeting would be open to - 
scientific personnel In all.parts of the. country. Tha 
following .suggestlone, are pertinent:- 

A. Approximately 6-8 months preparation would be 
' required. 

B. 'A centre 1 location should he selected to insure 

a maximum attendance. * 

C. Abstracts of the program should be circulated at 
least one month prior to. the. data of the meeting 
(similar to that procedure used by the' Federated 
Societies of Physiology, Biochemistry, etc.) 

■ These abstracts should he approved by a previously 
selected editorial board before release. 

D. Consideration should be given toward the founding 
of a new scientific society whose major Interest 
would he based bn problems of radiobiology as re- 

• lated to medical interest. • The Journal of Radio- 
biology now being launched could well be made the 
official Journal of this society. 
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AEEHIDH A (Comt'd.) 


Typoa of study include I Ganoral Studlea In Badiation including (l) physical 
moaaurement .of radiation, 12) biological effects of radiation (3) methods of 
detection of minimal radiation damages and {k) methods for the'prevention of # 
radiation injuries. H Hazards due to special Materials (for non-radioactiTS, 
radioactive and fiaaion materials; UJ degree of toxicity (2) preventative 
measures. HI Special Production Hazards and 17 Hazards of Military Uses . 

Argonne National Lahoratoriee (University of Chicago) 


•. 1 . 
2 . 

•3. 

k. 

5. 

6 . 

7. ■ 

8 . 
9- 


General physiological picture of .'acute and chronic radiation. 
Badiation effect on blood clotting, lymphocyte'distribution and 
spread of infaction. 

Toxic effects of external radiation and absorbed radioactivity. 
Eesponae of blood cella to various typea of radiation. 

Chronic affects of radiation and radioactive .materia la in animals. 
Mode of action of radiation in carcinogenesis. 

-Chemical and physiological baaia of radiation effects. 

Metabolism of radioactive elements. 

• Inatrunant standardization, design, etc. 


University of Bcchestar 


Badiation and Radiology Section 

1. Instrument design, measurement standardization, industrial monitoring. 

2. Biological affect of tracer amounts of polonium, radium and uranium 
•• • in human and animal subjects. Application of tracer experiments to 

serve other parts of the project.. 

3. Physiological effects of exposure to acute and chronic radiations in¬ 
cluding radio isotopes; search for therapeutic methods of value. 

•U. Development of possible chemical technique or methods of detection 
of radiation damage and the mechanism by vhieh. such effects sre pro¬ 
duced. 

5. By means of spectroscopic methods to study distribution of uranium 
: and other heavy mstals of importance in animal tissue; Bearch for 

possible clues as to the method of bony deposition of radioactive 
• materials. 

6. Study of tha time intensity factor in radiation and development of 

methods of producing instantaneous exposure to radiation (A bomb 
effect). • 

7. Study of the metabolism of plutonium, polonium, radium, etc., in 
• . human subjects. 

Pharmacology 

’1. Study'of the inhalation toxicity of various uranium, beryllium and 
Y thorium compounds. Studies in the mechanism of production of in¬ 
halation toxicity. 
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Appsrmn a (coat’d.) 


2. .By chemical technique, studies or the mechanism or uranium fixa- 

tion in hones, uranium complex runction, methods or excretion or 
uranium. 

3. Toxicity of uranium,' beryllium and thorium compounds hy ingestion. 

k. Pathological afreets of uranium, beryllium and thorium poisoning 
' and mechanism hy vhich produced. 

5. Physiological effects of uranium, beryllium and thorium poisoning. 
Srperimental Surgery 

l. Clinical, hematological and pathological effects of acute lethal 

radiation. ... 

2. Methods of hone marrow transpiantat'ion. 

• 3. Studies in hone marrow reserve and radiation effect. 

h. 'Tissue culture studies related to hone marrow production..- 

5. Effect of folic acid and rutin on marrow regeneration. 

6. Studies. in metabolism of iodine hy thyroid (15$). • 

Experimental Eamatology . 

Comparative study of blood histamine and hematological effects in 
cells.* ,, - 

Studies on life cycle of blood platelets. 

Studies on life cycle of UBC leukocytes. 

Studies on narrow reserves after radiation. 


1. Continuation of studies of effect of chronic radiation on mice.'. 

2. Continuation'of studies on effect of acute and chronic radiation 
(E-ray) on Drosophilia. 

5. HBtogesetics; 

University 'of California 

1. Studies of the metabolism of plutonium, uranium and fission products 
in rats and man. 

2. Fission product tracer studies. 

3. Metabolism of radium, actinium, americium and curium in animala and 
man. 

Studies (pilot) on possibly hazardous artificially induced radio¬ 
active elements, i.e. chromium, nickel, etc. 

5. Beryllium tracsr .studies. 

6, Treatment of plutecium poisoning. 


1 , 

2 . 

3* 

h. 

- 1 : 
Genetics 
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APESTOIX A (Coat'd.) . 


j. Behavior of fission products in soils, 
fi! Biological offsets of fission recoils. 

9. Search for other U compounds which will localize in organs other 
than liver and spleen (15#). 

10. Biological effect of disintegration products of horon and lithium 
of the neutron irradiation (15£). 

11.. Study of element 85 in the thyroid (15£). 

12. Training of Crossroads personnel. 

15. Studies in whole body radiation of human subjects. 

lh. Studies on metabolism of radioactive iodine in animals'and man. 


Columbia Tfalveraity 


Studios on the measurement of fast .neutrons for biological doBage. 
Development of a method of measuring neutron dose by chemical means 
Measurement of radioactive isotopes for biological and medical ap¬ 
plication. 

Correlation of tissue doses and biological effects .produced by ex¬ 
ternal Irradiation and by radioactive isotopes internally admin¬ 
istered. . • 

Exploratory biological experiments to extend use of radio-active 
iaotopes as tracers on therapeutic agents (15^). 

Studies of the fundamental biological .action of ionizing radiation. 
Measurement of the radiation of radioactive iaotopes to provide 
data for. the protection of personnel and films in transit. 

•• University of Washington (Seattle) 

• 1. Acute and- chronic effects of external radiation on fishes. 

2. Breeding studies on salmon following radiation. 

3. Studies on the effects of Hanford effluent on salmon and trout. 

4. Effect of internally deposited radioactive materials on fishes. 

• 5. .Field studies on the effect of possible Hanford pollution on- 

fish life of the Columbia Elver. 

6. Plankton experiments - effect of radiation on higher forms (new). 

7. Feeding experiment on deposited radioactive materials (new). 
Monsanto ’Chemical Corn. (Clinton Laboratories) TJSPHS 



' 1 .’ 
2 . 
3. 

■k. 

5. 


Continuation of studies on the biological effect of alow fast and 
thermal neutrons on rata and nice. 

Continuation on studies on the comparative biological effect of 
penetrating radiation. - ‘ 

Th 9 effect of Internally deposited plutonium on bone healing. 

Cytological program on the biological effect of radiation on 
simple cells and tiaeue." 

Instrumentation and techniques of radiation monitoring. 
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AEFHJDIXA (Coat’d.) 


Mona ant o Chemical Co . (Dayton) Hew p ro g ra m •'be ing organized. 

1. Biological effects &Lloving chronic exposure of animals to 

pelsaiua by inhalation and parenteral administration. 

2. Correlation between chronic exposure of workers and polonium 
• excretion rate. 

3. Mechanism of action of polonium toxicity. 

4. Development of special health physics technique for specific • 
use *in polonium purification. 

Los Alnmoa 

•1. fundamental studies on the effect of acute radiation exposure. 

2. Treatment of acute radiation.disease. 

3. Methods of detecting early radiation changes. 

4. Metabolism of plutonium, U 2 35 and other radioactive materials. 

5. Detection of accumulated plutonium in the lungs. 

6. Biochemical studies of nncleoproteins and the effect of radia¬ 
tion on the fundamental physiology of the cell. 

7-~ Detailed study of absorption of plutonium from contaminated 
vounds. 

8. ■ Any special problems arising from medical hazards peculiar to 
thia project. 

Western Bsaerve University 

1. Investigation of the toxic effecta of'thorium and its isotopes. 

2. Comparative studies on the biological effect of external radia¬ 
tion and that from internally deposited radioactive materials. 

■ 3„. Use of radioactive.isotopes-in fun dam ental biological research. . 

. These general titles are given inasmuch as- a program has not been 
actively formulated. 

• Contracts Awaiting Approval: 

University of Tirginla - Dr. Alfred C hanut in 

. Study of the effecta of various types of radiation (alpha, b6tc, 
gsmsa t neutrons ) on the circulating blood proteins by electrophor- 
oais and protein fractionization technique. To determine ^whether means 
• of early detection of radiation damage can be accomplished in this way. 

University of Tennessee - Dr. Henry Wills 

Study of the mechanism of toxic effects of uranium and other heavy 
. aetaL compounds on the kidney. This is a continuation of Dr. Wills' 
work with .the Scchestar Manhattan Project during the war and contributes 
to that general etudy. 
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‘PhlToralty of California, loa Angelo a - Dr. Stafford L. Varren 

• 1. The mechanisa of hlood reaael injury hy radiation. 

2. Bona narrow injury "by radiation, its repair and 
treatment. 

3. Mac hani am of "metal" deposition in "bone and machaniam 

of removal from "bone. , 

k. Protein degradation following radiation and chemical 
• injury. 
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X General Studies of Radiation 

The radiations encountered in nuclear fission as well as those 
encountered from naturally radioactive substances divide themselves 
into the following types: Alpha rays, beta rays, gamma rays and neutrons. 
Information available from the literature on previous studies indicates 
a rather extensive knowledge of the biological effects of X-rays and 
.gamma rays and very little information on alpha and beta rays and 
neutrons. 

Ihe programs were and are organized using the following basic 

outline:' 


A. The Physical Measurement of Radiation of various types — Here 
it is necessary to develop methods of accurately measuring and standard¬ 
izing the dosage of radiation to be used in the biological experimentation- 


and measurement of the extent of any hazardous radiation which might be 
found in a plant area.' 


B. The Biologic Effects of Radiation . Because of the known 
deleterious effect of radiation on the arrf ma.1 organism, it becomes neces¬ 
sary to determine the effect of controlled dosages of.the various types of 
radiation.on various animal species, so that such observations can be U3e’d‘ 
in-the control of possible human exposure. 


The types of biological effect possible to study are: 


(1) The Survival Time or percentage that the effect of a 
. g-ven dose will reduce the normal life span of different an iaal species. 


(2) The Genetic Effects of radiation as manifested in the 
development of abnormal individual cype3 from changes in the hereditary 
mechanism. 


(3) Histooathoiogical Changes as demonstrated by. abnor mal 
changes in the make-up of the various body tissues. 

(4) Physiological Changes produced by the alteration of the 
normal functioning of animal tissues following radiation. 

(5) Biochemical and Enzymatic disturbances which are the 
potential source of tnese physiological abnormalities. ' 
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C. Methods for this Detection of Minimal Badlatlon Damage are 
developed directly from ooaervatloa of the above uypee and ara applied to 
study of the huma n individual or worker. These include studies on: 

(1) Biochemical and Enzymatic Changes which cay he detected 
and which, if measurable, can he corrected before irreversible damage baa 
taken place. Examples of such change would he effects on the metabolism 
of copra porphyrins, excretion of abnormal substances- in the urine and the' 
•like. 

(2) It has been known that radiation depresses the function- 
of the benatopoetic system and detailed study is indicated to detect early 
changes under controlled dose radiation with all blood elements under con¬ 
tinuous observation. 

(3) The Production of Anatomical changes such as epilation, 
skin erythema, and alterations in the integrity of the okin and the like 
muat likewise he studied under controlled dosage. 

D. StudieB are likewise indicated on. methods for the prevention, 
of-radiation Injuries .- These include: 

Cl) Methods of physical detection of external radiation by - 
•the development of sensitive direct reading instruments capable of the 
detection of amounts of radiation well below those necessary for demon¬ 
strable injury to the animal'subject a. . 

(2) * Methods for the determination of harmful amounts of ' 

~ radioactive dusts and gases in air, in water and the like. Many radio- • 
active materials like radium are deposited in’ the body and in such loca¬ 
tions produce injury to tissue. Methods based on the determi n ation of 
dangerous amounts of these substances by examination of the excreta and 
direct measurements of the body itself are necessary. 

E. Protective Measures. Studies on the efficiency of shielding 
against radioactive materials, -the efficiency of exhaust, and ventilating 
systems•against dangerous.amounts of dusts, the development of protective 

'clothing snd devices, and the development of remote control processing 
methods have been extremely important in the Manhattan District protection 
"program to date and will continue into the future.. 

F. The possible therapeuaia of radiation damage by tbs'use of 
replacement thsrspy for the damaged bodily elements, as well as the reduc¬ 
tion in. the exposure follow ing deposition of radioactive materials in the . 
body deserves considerable study. Seplacement of the dsaaged hematopostie 
elements destroyed by severe radiation exposure offers one possibility; de¬ 
tection and neutralisation of unknown toxic substances produced by radia¬ 
tion and other such difficult problems deserve consistent and detailed study. 

- 9 - ' 
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All the above atudioa are necassary oa alpha, beta aad gamma reya 
aad aeutroas of varying intensity. la addition, the radiatloa from the 
radioactive substances to be discussed has likowieo to be considered. Also, 
the effects of acuta and chronic exposure must be determined because of 
their dissimilarity. 

.21 ' Satarda Due to Special Materials 

For brovity it is preferable to discuss the potential toxicity of 
apecial materials by first indicating the type of study to be carried out, 
followed by the presentation of these materials on which studies have been 
necessary. 

A. First, an actual determination of the toxicity of a substance 
oust be made indicating hov poisonous it may be in both acuta and chronic 
exposure, in this way the toxic levels may be avoided in laboratory and 
plant environments. 

(1) The mode of entrance into the body by ingestion, inha la- ■ 
tion and skin absorption must be studied as different manifestations and de¬ 
grees of toxicity may be produced by each route employed. 

(2) A careful- analysis muBt be made bb to the character of 
the biological,changes with the production of physiological,- hiatopatho- 
logical and biochemical evidences of damage incurred. 

(3) The nature of these injuries and the mechanism by which 
they occur must likewise be studied inasmuch as this affords information 
as to the necessary protection and indicated therapy after exposure. 

B. Preventative measures require study. 

(1) The effectlvenees of physical methods for the removal of 
hazardous dusts, reduction in skin contact and prevention of ingestion must 
be measured, * and methods for accurate determination of each bazardB mus t be 
developed and used. -The use of certain chemicals, ointments; and the like 
as protective measures must be studied as to their efficiency. . 

(2) Protective devices such as respirators and clothing East 
be tested on required substances against which they will be used. 

(3) Finally, appropriate investigation of therapeutic measures ' 
to be used in the treatment of both acute and chronic poisoning states should 
they occur in industrial exposure must be nads. 

Completion cf all phases of the above program on a variety of /sub¬ 
stances provides complete information as to the medical aspects necessary to 
be considered in protection of the worker, prevention of injury and treatment 
of injury should it occur. 
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C. Substances on which atudiea of thia type are necessary ara: 

(1) Uranium and it a compounds 

a.. Uranium metal and its chemical'compounds, azide, 

■ nitrate, chloride, bromide, totra and hexa¬ 
fluoride, 'sodium and ammonium sulfates, 

h. Uran^™. chain of heavy metals 

Uranium XI. 

Uranium X2 

Badiua 

Polonium 

c. Fission products of cleavage of U-235 and plutonium. 

d, . Artificial'Isotopes of uranium - 232, 23^, etc. 

(2) Thorium and ita chain 

(3) Plutonium 

(h) Special- Accessory Materials 

a. Fluorocarbons c. -Beryllium 

b. Fluorine d. Others 

IH' - Production Hazards 

The results of studies made on the materials discussed above are 
eppll 's',for.the "prevention and control of industrial hazards arising in the 
large manufacturing areas where theae materials ara used in large amounts. 

A. In the Electromagnet 1c and Diffusion Methods fcr-the isolation 
of 'uranium 235 -the ma^or hazards are from the uranium compounds, the con¬ 
centration of'.uranium XI and X2, and the epsclal accessory materials and by¬ 
products formed in the process of manufacture. 

B. In-the graphite pile where plutonium (2393 is produced on a 
large scale,' the hazards are from the alpha, beta and gaussa mys, neutrons, 
the plutonium metal and its compounds, the various radioactive fission pro¬ 
ducts resulting'from the pile operation. 

C. The chemical Isolation of polonium following its formation J.& 
the pile • incorporates hazards from alpha radiation following absorption ints 
the body. 
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D. Study of the nodical aspecta of plant programs aside from the 
determination of the effect of radiation and chemical toxicity, include ad¬ 
ditional information obtained from plant investigations as from: 

(1) Clinical, survey of all exposed personnel. 

(2) Monitoring of hazards by special instruments and methods 

(3) Surveys of-new types of graphite piles and production 
equipment. 

17 Hazards of Atomic Catastrophe in Production Areas, . 

A. Immediate Effects 

(1) Eadiation the radiation occurring at the time of. the 
explosion coupled with blast and heat causes biological 
effects which may differ from those occurring following 
other acute known effects-from gannna and neutron radia¬ 
tion, and demand study. 

(2) ’ Blast - the blast of atomic explosion is so intense and 
' may have totally different types of shock waves, recoil 

.waves with other unique.biological effects which should 
. • he investigated. 

(3) Heat - The intense burns from actinic type of radiation 
have not been studied. This also Includes the eoabina- 

‘ tion effect of all three items in this group: blast, * 
radiation and heat. 

C'B) ■‘‘ iSsleyad Effects 

( 1 ) -protective Devices - study of methods of protection 
against the radioactivity deposited at the time of • 
blast. 

(2) Decont amina tion - methods of decontamination of soil 
and th a l-tv™ irnTwi; be worked out for cleaning up active 
areas. • 

( 3 ) Investigative Bculpmant - special equipment must be 
. developed and tested for use in investigating bombed 
areas. 

(h) Study of casualty effects - field study of fission 

clouds, possible injury to water supply, soil and the 
like, -human damage by population surveys. 

’- 12 - 
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COPY 


Thx Univxxsitt OF Rochmttx 

School of Medicine and Dentistry 
Strong Memorial Hospital 

Y ° ,k January 30, 


Mr. Carroll Wilson 
General Manager 
U.S. Atonic Coissission 
Washington 25, D. C. 

L ear Mr. Wilson: 



The opinion on Clinical Tasting was recuestod of the 
Interin Medical" Committee at'its neeting January 23, 24 , 
1947. It is the opinion of this Committee that in the 
further study of health hazards and of the utilisation 
of fissionable and radioactive, and other materials, final 
investigations by clinical testing of these materials will 
be necessary unde the proper 2 nd usual safeguards. 

It is recommended that the legal department determine 
the financial and legal responsibility of the United States 
A-tosic Energy Commission when such clinical investigations 
are carried out as part of a?craved progress financed by 
the Atonic Energy Commission and advise the proposed Health- 
Saf ety Division of its perogatives in this regard. 

. Sincerely yours. 


STAFFORD. L.- SASHES, MD 

SLWss Chairman, Interim Medical Cos. 

cc: Dr. F. A. Sryan U.S. Atonic Energy Commission, 

-^r. R. S. Stone 
Med. DIv, Oak F.idge 
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individual patient, prior to treateent, -was in en understanding state of 
alnd end that the nature of tbo treatment and possible risk involved be 
explained Terjr clearly and that the patient express his eilliagness to 
receive the treatment. On Sr. Warren's reccmsndation, yea authorised 
omission to obtain a. written release bat arced that is every ease at least 
tvo doctors certify in writing to the patient's state ef mind to the 
explanation furnished his and to his acceptanoe of the treatment. 

Zt is contemplated that this memoranda* nUl be Initialed as 
a resend ef the interim antharlsatlon Involved. 


eat Sr. Stafford Warren 
Xajor 3. 9. iBruBdage 

Mtaeheent 
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DOt ARCHIVES 



_ .—■**-*• 1 

* th:s :;::;*.rr-.- : —^ p ,_ 

UNITED STATES Nc-- £ C ' - 7" -T*'JS 

ATONIC ENERGY COldilSSION ' ■. * -- v - - _ 

- Washington, 25 DC 


30 April 1947 


Dr. Stafford L. Warren 
University of California 
405 Hilgard Avenue 
West Los Angeles, California 

Dear Dr. Warren: 

This is to inf ora. you that the Commission is going ahead 
■with its plans to extend the medical research contracts of the 
University of Washington, Columbia University, Western Reserve 
University, the University of Rochester, and the University .of 
California (at Los Angeles), in the amounts recommended by the 
budgetary subcommittee-of the- Interim Kedica-1-Advisory-Causittee, 
as recorded in your letter to me dated April 7, 1947. 

It is the hope of the Commission that such extensions of 
the contracts will provide a 3cund basis for continuing the medical 
research essential to the CoOTiis3 ion's activities, pending a fuller 
review by the Cosmission of the scope of the medical program. Tbs 
Commission also hopes to strengthen the position of the Universities 
to attract personnel of high calibre to the medical research work, 
by’authorizing them, with the approval of the Commission, to enter 
into contracts of employment with key personnel for periods up to 
thr.ee years. 

The Commission is entirely sympathetic with the view of ' \ 

your Committee that research personnel engaged in medical projects 
should be encouraged to exercise their own initiative and should 
be given an opportunity to'devote part of their time to pursui n g 
lines of research which appear fruitful to them, even though not 
immediately related to specific -items in the approved program for 
the particular project. * Accordingly, the Coomission is authorising 
its Area Managers to approve such research, up to twenty per cent 
of the tins of the research personnel engaged on such medical pro- ^ 

jects. When such approval is given, the Director of the medical 
project will be required to certify to the Commission (1) that the 
research is useful and is not outside the general scope of the Can- 
mission's research interests, and (2) that the research will not 
unduly interfere with the progress of the work on the approved pro¬ 
gram at the project. The Director also 1 will be required to indicate 
separately in his reports to the Commission what research has been 
done under this authorization. 
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It is understood that your Comaittee has recommended a 
' program for obtaining medical data of interest to the Coamission 
. in the course of treatment of patients, which may involve clini¬ 
cal testing. The Commission wishes to make clear to your Com¬ 
mittee its understanding of the program which is being approved. 

The Commission understands that in the course of the approved 
program: 

. a. treatment (which may involve clinical testing) 
will be administered to a patient only when there is 
expectation that it may have therapeutic effect; 

b. the decision as to the advisability of the treat¬ 
ment will be made by the doctor concerned. 

The Conmission does not intend to influence in any way the exercise of judg¬ 
ment by the'doctor'as'to the administration of any particular • 
treatment authorised under the approved program. Indeed, from the 
discussion at the meetings of April 3-5, it seemed evident to me 

•that doctors would not allow their judgment on this matter to be 
influenced by anyone. _ 

In any such clinical testing, the Coaaission continues to 
request that the sane procedure be followed which was agreed upon 
early in March. That procedure contemplated that it should be sus¬ 
ceptible of proof from official records that, prior to treatment, 
each individual patient, being in an understanding state of mind. 

was clearly informed of the nature of the treat ment ann its possible 

.. effect s, and expressed his willingness to receive the treatment . la- 
view of your recommendation, tha Co-mi ssion does not recuest that 
• written releases be obtained in such cases, but it does request that 
in every case at least two aoctors should certxiy in writing (n aao 

part of an official record) to the patients understanding state of 
mind, to the explanation furnished him, and to hi3 willingness to 
accept the treatment. 

The Commission is interested in exploring the possibility of *. 
starting various types of training programs along the lines reccaaende^ 
by your Committee. It is suggested that there should be submitted 
in writing .detailed proposals for training programs, which do not go 
beyond the limits of what is now practicable. 


Sincerely yours, 

s/CarroU L. Tils on 

t/Carroil L. V/ilson 
General Manager 
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LOS ANCELES 24, CALIFORNIA 


UNIVERSITY OF CALIFORNIA 
S15 South SO Street 
Roca 3C9 

Ua 7 12, 1947 

' 73 * 76 ': 


liaj B. M. Brundage 

Chief, Medical Division 

U. S. Atomic Energy Commission 

P. 0. Box E 

Oak Ridge, Tennessee 

Dear Maj Brundage: 

Transmitted herewith for 7 eta* information and files is a copy 
of a letter fren Mr. Carroll ■Tilacn to Dr. Stafford 1. barren. 

Tho provisions indicated in paragraphs one and two will come 
into operation ’only where author iced, specifically by contractus! ar- ■ 
rangenenia between the Ccsnissica and the Contractor. 

Mr. Wilson’s office has advised us that all Area Managers will 
be notified by the TTeshington Office concerning tho contents of his 
latter. 


The last pars graph of Mr. Tfilson's letter suggests that plans 
be formulated for various -types of training programs. It is requested 
that a tentative training program be forwarded to this office at your 
earliest convenience so that it say be correlate with the overall 
hoaltfc-pnysics programs. 


RJBta 

Enel: Ltr dtd 30 Apr 17 
fTcc Mr. Wilson 


•Sincerely yours, 

Robert «J, Buottner 


Assistant to Chairman 
Interim Medical Advisory Coseaittee 
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October 8, 19L.7 



i 


To: Advisory Board, on Medicine and Biology. 

Subject: MEDICAL FOLICT. • 

It is the desire of the Medical nuvisor's Office of the Cak Ricge 
Directed Operations to present certain natters of asdical policy to the 
Advisory Board on Biology and Meaicine for their consideration. In view of 
the extremely important relationship of health protection and the medical 
program to practically all of the Commission activities, and in a larger sense 
to national welfare, it is imperative to obtain basic medical policy decisions 
! „ rapidly as possible. The degree of success which the’Commission's program 
attains may well depend in a large measure on the adequacy ana soundness of 
•Lts medical, health-physics and biological programs. 

Accordingly, the following questions aid tentative solutions are 
submitted for your review and expression of opinion. 

Dr. Albert H. Holland, Jr., Acting Medical advisor of the Cak Riage 
Directed Operations, will be available for subsequent meetings of your Board 
to provide further information if you so desire. 

There are approximately twelve cooperating universities 
participating in the Cak Ridge Institute of Nuclear Studies, 
which is a group established under the laws of the State of 
Tennessee to conduct fundamental research using the facilities 
available at Clinton National Laboratories. Althaigh these 
facilities are necessary for irnch of the biological research 
work, a great -eal of other work can be performed at the indi- 
vidual universities, many competent qualified scientists 
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from these universities have applied through this office 
for.funds to conduct various problems in biochemical, medical 
and biological research. Some of these suggested researches 
are extremely pertinent to the activities of the Commission, 
as for example, Sr. Alfred Chanutin at the University of 
Virginia Biochemical Laboratory wishes to establish a program 
for the electrooror"tic.studv of plasma proteins following 
irradiation. .If in his studies he can establish a constant 
pattern change which can be correlated with radiation exposure, 
we will then oossres a new diagnostic method which car. readily 
be used in the protection of our personnel throughout the 
atomic industry. This type of problem, while fundamental in 
nature, can also b? considered as applied or "pro grama tic"’ 
research, since it is intended to attempt to provide us with a 
definite answer to an. extremely pertinent problem. 

Accordingly, the question arises as to whether or not a 
regional iledical Advisor can initiate fundamental and/or 
"programatic" research at facilities within his area or with . 
universities within his general g-ogrsehie region? It Is 
apparent that -aeh. Medical Aivisor has a mor» intiaate !<r.owl-d-r 
of th» problems within his ar-a; and ther-for® it 3 eeirs iesi rVr 1 •» , 
subject to the ap-roval of the Atomic "r.ergy Commission M.’dital 
Dir-ctor and the Ad.-i*orv Board on ciolory and Medicine, that 
he have the author!tv to ne-otiate with universities within 
his region 'or the -xpress purpose of conducting both funda¬ 
mental and ‘’programatic" r-seareh. 
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b. A sec'oad problem arises when one considers what responsibilities 
the Atomic Energy Commission bears for the human administration 
o*f isotopes. This question can be subdivided into two phases: 

(1) flhen the mterials are administered by private physicians 
and institutions outside the Project--and (2) when given by 
physicians researchers within the Project. This latter 
category includes contractors‘ personnel employing Atomic Energy 
Commission funds (indirectly) to perform tracer research, some 
of which is of no immediate therapeutic Talue to the patient. 

It therefore becomes desirable to establish acceptable medico¬ 
legal criteria for future human tracer research. 

Careful consideration of this problem seems to indicate 
that once a recipient has been deemed "qualified" by the Ieotopei 
Branch and their advisory committees to receive and use radio¬ 
isotopes, the Commission bears little if any responsibility for 
human administration.' Past medico-legal experience provides 
numerous instances of claims and suits againstmedical institu¬ 
tions for the use of experimental drugs. In practically every 
ease the physician involved has taken the sole responsibility 
and therefore may ar may not be guilty of malpractice, but the 
institution is exonerated. This analogy might well apply to 
our present problem. 

The second part of the question is more difficult since 
much of our research is motivated by human application and human 
effects. If the expressed opinion of the Medical Board of Revie 
•which convened last June, is accepted in establishing criteria 
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for human administration, then obviously a great deal of our 
present human tracer studies must be discontinued. The pertinent 
facts of the case, pro and. con, se«i to be thesei Pro - ' 

(1) Tracer research is fundamental to toxicity studies. 

(2) The adequacy of the health protection which we afford our . 
present employees may in a large measure depend upon informa¬ 
tion obtained using tracer techniques. 

(3) Hew and improved medical spplications can only be developed 
through oareful experimental#X, and clinical trial. 

(4) Tracer techniques are inherent in the radioisotope distribution 
program. 


lomio 


Con - 

(1) Moral, ethical, and medico-legal objections to the adadnistra- 

c 

tlon of radioactive materials without the patient's knowledge" 1 " 
or consent. 

(2) There is perhaps a greater responsibility if a federal agency 
condones human guireaplg experimentation. 

(3) Publication of such researches in some instances will compromise 
the best interests of the Atomio Energy Commission. 

(4) Publication of experiments done by Atomio Energy Commission 
contractors' personnel may frequently be the source of liti- 

• gatida and be prejudicial to the proper functioning of the 
Atomic Energy Commission Insurance Branch, 
e. The radioisotope distribution program is increasing in scope very 
rapidly. As a result certain questions arise for consideration to- 
determinet 

(1) What part the Atomic Energy Commission Medical Division will 
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play in the isotope pro gran? 

(2) ‘.That responsibilities does the Atonic Energy Commission bear 
for the safe handling by the recipient for the more hazardous 
isotopes? 

(3) VJhat responsibilities does the Atonic Energy Commission bear 
for radioactive waste disposal? 

(It) Tihat part, if . any, should the Atomic Energy Commission take 
with respect to cyclotron produced isotopes at the various 
universities throughout the country? 

Answers to the above questions cannot immediately be set .forth. 

However, the following caments appear in order: 

It is felt that the At omic Energy Conaission ledical division 
should probably bear complete responsibility for all of the medical 
and health-physics phases of the Commission's activities. The 
medical and health .aspects of the isotope program therefore is a 
subject of some concern.to the Hedieal Director. The establishment 
of broad general policies of personnel protection, codes, and 
other related inf Croatian may well fall within the scope of the 
Lisdical Division’s activities. 


VJith respect to safe handling of the more hazardous isotopes, 
as for example. Strontium ?0, Calcium u 5 and Carbon Hi, many factors 
arise which increase the difficulty of solution. These are lisued 
below: 

(1) Under the Atonic Energy Act does the Comission retain moral 
responsibility for the application of these substances? 

(2) How can the Atonic Energy Cemission properly enforce safe 

handling? ■■ . ..V fcfe."! 
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(3) The IT. S. Public Healtn Serrice has no legal authority -within ~ 
state boundaries and therefore e&n only aot in an advisory 
capacity. Further, there does not appear to be a sufficient 
number of qualified men to initiate such a Public Health serrice. 

(4) 3tate Publio Health officers do hare, in most instances, suffi¬ 
cient legal authority to enforee safe handling. However, few 
men are qualified at the present tiae to assume this responsi¬ 
bility. 



10m 


(S) The Adrisory Field Set-rice of the Isotopes Branch prorides 

*in the field" free consultation. A number of isotope recip¬ 
ients hare availed themselres of this serrice. Howerer, sug¬ 
gestions or recommendations requiring the expenditure of money 
for laboratory design in the interest of safe practice are aot 
always reoeired In a cordial manner. 

Radioisotopes with a short half-life, such as Phosphorus, P 32 
and do not present a severe hazard in most cases. Howerer, 

some substances may be of primary concern to an entire community if 
handled improperly. Some eystea of control is vital if extensive 
use of these substances is contemplated. 

Intimately associated with the above problem is the question of 
radioactive waste disposal. As you no doubt are aware, mamy sug¬ 
gestions have been proposed by various people. Some of these aret 

(1) Disposal at sea. 

(2) Disposal by burial. 

(3) Storage in vaults until deoay has progressed to safe limits 
-(4) A system of garbage can collections and subsequent burial 


12 


in federal burial grounds. 

(S) Seal^&g the more hazardous contaminated wastes in suitable 
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out into space. 

laile sor-s of the 33 suggestions appear ssnerhat axtrene and others 
ar.-yax quite reasonable, nure reus problems arise cone emir.- rr.sto 
disposal. Ground burial is at present .in use. at sor.e installations. 
Hcre-ror, ground rator and soil contaninr.tioa and subsequent seloctiv 
absorption by various ->lants and ardnol organisns is a serious ob¬ 
jection to tills rafchod of disposal, burial at sea is not T.-eti:out 
sone .hazard rhon ono considers such a program extending oser a ler.g 
number of years. 

ITusercus isoto-e purchasers recai-ro natarial Trhich is ust 
suitable for dilution and disposal in city scrags oysters, 
cousidaration nust bo -jiren as to Tint responsibilities re -oar "f 
respect to: 

(1) Uadi-sactiro rrasto disposal. 

(2) Sstablislsasnt of criteria for disposal. 

(3) Desired no the-is sf enforcenont, if any. 

T.ath respect to tiio cyclotron profreed isotsp.es at the rari ; s 
uniTarsities and rosearch institutions :.urcuy heut the .nates*. - :' • * - 
it night *oo desirable to iiace the sane safety codes and gersorr.el 
protection measures adortod. ‘ If cyclotron produced isotopes or * -e 
nurciuLSod, distrain bad and. imdled at Tall throughout the -raced 
States, the offer3 o i the 3orrmission to raiatain safe prase:, aes 
nay be seriously ‘‘.nuni capped. Curiously, tins as " tjt ao-isr. .3 
question for re ‘o not rash in sopor- to -meread: upon the ooi:n- 
tific liberty* of freo institutions. 

■coiir^m L- 

io.mi3 
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d. Declassification of medical and biological documents ha« 
become a confliderable task. All researchers are anxious to 
hare their work appear in the journals as soon as possible. 

T!hen critical process steps or materials are involved the 
problem is greatly simplified, since all must’ abide by secu¬ 
rity. However, there a large number of papers which do not 
violate security, but do cause considerable concern to the 
Atomic Energy Commission Insurance Branch and may well com¬ 
promise the public prestige'and best interests of the . 

Commission. 

Papers referring to levels of soil and water contamination 
surroundfaG Atomic Energy Commission installations, idle 
speculation on the future genetic effects of radiation and 
papers dealing with potential process harards to employees are 
definitely prejudicial to the best interests of the government. 

Every such release is reflected in an increase In insurance claims, 
increased difficulty in labor relations and adverse public sentiment 

Following consultation with the Atomic Energy Commission 
Insurance Branch, the following declassification criteria appears 
desirable. If specific locations or activities of'the Atomic Energy 
Commission and/or its contractors are closely associated with 
statements and information which would invite or tend to encourage 
claims against the Atomic Energy Commission or its contractors, 
such portions of articles to be published should be reworded or 
deleted. The effective establishment of this policy necessitates 
review by the Atomic Energy Commission Ins uraaC9 Branch, as well as 

by 

1019114 
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--Jj aitcapied tc s 0 r.r 7 nher.si tb 1 " -resort all of the prowlers nhich. 
exist.' It ras ceeaed adoisable, horrerer, to set forth scr.e of the 
xajsr questions for jour coasideratisa. "una ia the -resentaticr. of 
the so raj or problems, ao -retext i 3 rade for coacletaaess. Zbxeror, 
an effort ras ~ r'** to bring oat the salisat poiats ia each iastaace. 
?rd=aril", the objectire has beea to call atteatioa to those issues 
Tfhich appear to be fuadeaetrtal to the establishr.ent of a souad, progres¬ 
sion, 00 ordirated radical aad biological prograa far th 3 Atonic 2 aergy 
Cocriission. 
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Memorandum 
on Medical 
■ Policy 


Letters 

of 

Interest 


SECRET 



The Committee discussed various aspects of the training 
program as summarized during the morning session. It was agreed 
that considerably more etudy would be needed on the many phases •• 
of tho problem before a definite policy could be recommended to 
the 'Commission. Dr. Grogg requested each committee member to 
study the problom and prepare an opinion on the natter. Dr. 

Gregg proposed that these opinions be forwarded to him and he 
•would assemble thorn for consideration at the next meeting. 

A memorandum addressed to tho Committee, dated October 8, 

1947 on the subject of medical policy from Dr. Albert Holland, Jr., 
Acting Medical Advisor, Oak Ridge Office of Directed Operations, 

was read. The memorandum brought up a number of important ques¬ 
tions, on medical policy reluted to health protection, medical 
research, human experimentation, the relationship of tho Medical 
Division to the isotopes program, the problem of waste disposal 
of radioactive materials, and questions on declassifications of 
medical and biological reports. The Committee discussed the 
memorandum in general and expressed the desire to give the 
matter more study. 

Letters of interest to the Committee, including research 
proposals by Chptain C• 7T. Shilling (KC) USN on projects spon¬ 
sored by tho Office of Naval Resoarch, and a letter from Dr.. 

C. P. Rhoads, addressed to Mr. Lewis L. Strauss were discusseda 
Due to the number of projects cited in Chptain Shilling's letter, 

- 10 - 
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Dr. Gregs statod that he would adonrledgc the latter and hold 

it for analysis by Dr« Warrca and discussion at the noxt * 


meeting* 

A letter from Dr* Hohert Stone, addressed to Hr* Wilson 
dated Soptember 18, on declassification *f biological and 
medical papers was read to the Committee* Dr* Stone *s letter 
raised the question of releasing classified papers containing 
certain infomation on human experimentation with radioisotopes 
conducted within the AEG research program* The Oommittoe agroed 
that the problem was covered by the ‘recommendations of the Medical 
Board of Ha view and that papers on this subject should remain 
classified unless the stipulated conditions laid down by the 
Board of Heview were complied with* 

''"Third • The Ccmmittoo agreed that the next meeting would be hold 

■ Mooting in the Commission. Building on Friday, Hover*or 7, 1947* 


Hovember 7th The meoting adjourned at 6 jC0.F*H., 
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WAR DEPARTMENT 

OFFICE OF THE SURGEON GENERAL 

ARMY EPIDEMIOLOGICAL BOARD 

UNITED STATES ARMY 



Protection of Research Project 
Volunteers 

Col. Frank L. 3auer Legal Office, SCO 23 Cot. 47 RJO/af 

Attar Med. Res. & Development Rm 2B520 74575 

Board, SCO, Room 2C480 


1. There is nothing in the Medical Department standard research and 
developnent contract which would require tho Government to reimburse the 
contractor for a payment to a prisoner as compensation for injur*/ resulting 
from participation in a research project. This is true whether tho payment 
be made voluntarily by the contractor or as the roault of a possible suit 
for damages. Although the contractor might be reimbursed under the special 
costa article for ouch payment I would consider it inadvisable to do so. 

2. Tho quoation of reimbursing the contractor for payment of the 
premium on a disability policy on a prisoner during the experiment, was sub¬ 
mitted to the Contract Insurance Branch, Office of tho Chief of Finance. They 
advised that there was no authority for talcing out such a policy and it would 
not be approved. They further stated that they discussed the quostion of such 
coverage with a private underwriter and were advised that tho cost would be 
prohibitive. 

3. This offico, accordingly, recommends that Dr. Stokee be advised to 
protect himself, the State of New Jorsey, and the Government, by means of 
tho usual waiver if such action has not already-been taken' This office will 
supply the necessary form upon request. 


Robert J. O’Connor 
Lt. Colonel, JAGD, 
Chief, Legal Office 

Incl. Ltr, 15 Oct. 47, fr Dr. Stokes 
■to Col. Stone 


CotoEO: 

l2.ECc.-fL0 

FxlE.:- _ 

l .we / k) vLf ««ur*, — 
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5 NOV 19*' 




Dr* asberb S« Stas* 
Baiversiiy of Calif oral*. 

Medical School 
The Radical Center 
Son Franoisoo 2£ California. 

Door Dr* Stone« 


CONFIRMED TO EE UNCLASSIFIED 
BY AUTHORITY OF OOE/OC 


tiahjL. 


4-; 7-79 


$yi KooGJS 


Tour lotfcor of September 18 regarding tho deolassifioetica of 
biological and mediae! papers «i road at tho October 11 sooting of 
tho Advisory Ccuaittee «a Biology and Medicine* Iho Conaittae re¬ 
affirmed tho stand of tho Hodical Board of Eoiiew, which aot ia Asao, 
tad oonsidm tii# natter of kirns. «xp*riB*ntatioi classified vhtro th* 

condition* oltod below were sot complied -with. For your Information* 
tho following is quoted from tho preliminary unpublished and rootriatod 
draft of tho report road to the -CasBiaeianer* i 



•tho ataodghoro of sooroay end suppression stint one 
aspect of -ttio aodioal work of tho Casadeslca ospooially E 

vulnerable to criticism. To therefore -wish to record •' 

oar approval of tha position taken by tho smdieal staff : 

of tho ISO in point of their studies of tho substances £ 

dangerous to human life* To believe that no aubotanoos c 

kno wn to bo, or ouspoetod of being, poisonous or harmful 
should bo given t* human beings unless all of tho follow- 
ing conditions bo fully mot* (a) that a reasonable hops 
exists that tho administration of such a substance mill 
lag? rov e tho condition of iho patient, (b) that the patient 
give his couplets and informed consent in -writing, and (c) 
that the responsible nearest of kin give in writing a simi¬ 
larly complete sad informed consent, revocable at any time 
during idui eourso of ouch t r e at m ent * 

•fore it not for tho extreme value ted pressure for securing 
reliable information on tho limits of human tolerance of 
r ad ioactive substances there would be no noed for explicit 
reference to this subject* Te wish to see immediate and 
steady increase ia this gravely important subject of huuan 
toleraaoe of radioactivity, but we believe that ainae secrecy 
oast of necessity mark much of the medioal research supported 
by the federally-sponsored ABC, particular ears mast be taken 
In all matters that under other circumstances would be open 
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Wo trusft 'theft this infbnaetioa ■will ess 1st you 1b osol iaitAar 
■tills profcls*. 

Tour oostis&od latsr s st sad support 1b okt ’biologies!. *sdia*l 
«ad health physios prop** is dsHtply ppprocisted. 

. Ilnsoroly years. 


<3sn*U L. Wilson 
fidszmi Mensgsr 


Copy No. 1 
2 

3 

4 
6 
6 

7 

8 


Addressee 
Hr. Wilson 
Mr. Derry 
Hr. Volpe 
Dr. Fidler 
Medical Director 
Jfejor Dauer 
File 



UNITED STATES 
ATOMIC ENERGY COMMISSION 
WASHINGTON 25. D. C. 


5 iNOV 794- 


Dr# Alan Gragg# Biracuar 
for Medical Seine** 

Eockafeller Foundation. 

49 Test 49th Street 
. Mew York 20, Bee Tori 

Uear Sr. Gregg: 

I nast to thank you tor year letter of October"!* con- 
* coming the questions raised by Dr* Stone in. hla letter to x* 
of Sept aster IS rega rding declassification of biological and 
medical papers oentaining information an. the experimental use 
I of radioisotopes In human beings conducted under IBS sponsor* 

1 •ship# 

Z have checked the unpublished and restricted draft of 
tho report of the Board -of Sevier and noto that their attitade 
-was clearly stated on this problem# Accor dingly , I agrse -with 
, yen that it is not neeeesazy for tho Advisory Caardttee for 

3iblcgy end Medicine to make a farther rtataneot on this subject# 

JSj reply to Dr# Stone included an extract of the Board of 
_£»vioe remarks# Z aa euro that this information -will assist 
~Br. Stone in evaluating the present problem and inform him as "* 
to the conditions that anst be net in future experiments# 


Sincerely yours. 


Carroll L# Tllaon. 
General Manager 


cos hr# Tilscn 
Mr# Derry 
Mr. Yolpe • 

Dr# Fidler 
Medical Director 
Major Dauer 



95 




im/da 


\sh 

J* C« TrunkUa» Uuscar S u mte r 7, 1947 

Albert n. 3oll*&£, H.D., Aetiag tedioal Advisor 

ICDXCAL ASS CPSmSXmL TOLICT 2BC2SZGSS 
STICXSLt JEST 


Admitted hsreaith is & brief <un>; ef the problem «f b«te rodjgal 
«ad spemtianel peliayteite are pres e nted fir poor eoosldsmtlA by 

this «m», 

1* tee aeadsitim ef es se pteb le pmml Is •xttmmly difficult* 
Bxlstiac Civil Sendee criteria is not adequately provids far km of ths 
M£xly s p e ci a lis ed tsafedoal fields ubite are peculiar te the Afeade 
*>ercr 0 —ds s iro* TuHfcer. the Civil Parties pay Male M a na t —pets 
«lth industrial pay S Mlaa , ^bweibse, Isagrn instews ro ImUylAisl 
vlth a givm Maul af ropcxlroee is usually entitled te lees flmnaUi 
n w nw ie U i si if he aaoapte federal roploymai* teis is sa m fe rt uus te 
sAteatim sines tfaa A te al s 1 Wor C ro sUairo msreisM advisory sad 
roperrlaary sanies te its a o c t r aetars, ad thmlbis dwelt be equipped 
tdth the best sva ll a bl s pereaarel rotes’ then the r everes * 


a* Ibr seas ties there has base a feeling earns tfaa fasalth-pfeyelss 
« tee fjrajaet that they fesuM aat be vdthla the seeps ef the 
Snsnl aedLeal sad M elofl o al yrepro* te Ate there has bees as eleer- 
so* Alimatim ef teis pteblro* OX fesbimtlro 10 (Xaalosare 1) is 
•AJeet te ronaiArBbls l aterpro t afti ma sad provide* eppMt a c A ty fer 
rote rod a pl ie a t iott of effert* 

«• Zt is bi^Oy teciroble te establite rod aalataia (m Xteloauro 8} 
Mtlteica and feelth^fcysiw rep or ts tad 
disteltetiro thereof. fr aa i W i tty , teis is a rotter of arttorol paliay 
***» ***** ^ ”*7 Orodsalaw tes i^ortroee ef rote s systro 

' *• t^wrohasiste partisolsrty site respect te etelmtiro af 

i^asaas allseed te be a result of ooeupatica eith the tends *mrff 
ero*stero or its orotroeters. te have bath a le*al sal ml rosprosU 
Hlitytei te require* teat ee mdstefae adequate stetlstteal surveys sad 
tetenrot tero te tee li£* of os aattsal rod biological xessarte Safes*, 
tiro* flute studies are asaAtery if ee enact te aeiatala tee efStetensr 
sad roeeess ef ear perosrroljrotestim pr^ma. •xxaeieD V 

4* te ay earns of lllaaams arise ehite are alleged te be doe te 
«***— *» la tee atetee ladastry, bat require fer tear rodirol stedy 
5f5T* oroq atisro i disnse ean be estebliteed* It is 

k i E S 7 , 4 ^^ 2 !Llf » fgfaml find under te* Director of Ha »ivi*im 
ef Biqlogy sad tediciae femvddch all reglmal tedioal Advisors scald 
w t lllM y * c * 4 " t ■**•*! «i resserte studies ftr 
smh teioh, la teeiar c plgiu B S, xeqater fertear stedy* 
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J, C* FmJdia amniar 7, 1947 

JiV, S*D* 

wrrgAT. A® CPSaLgimaL POLICY DSC331(33 

8YX3CU ASCT 


!• The Abasia *nsrgy Casdulcn holds atgy sub-osafcxmats ads&n- 
UfemttTrty sitfaia 12a CSS» bat lyto« aofcaida «• Oak 

Hdgji mu at rtglrrml ariosi Offlaa it fr t qat a tt y sailed spot to 
aiait such a u b -s egtams t ors tad —risr their etdlasl tad health progrms 
particularly si-th rtspecrt be hasardoas nttariala pemliar to the C«—U- 
slm*t activities# OqqssIcbs arias dan 2a the interest of soft o ptiatL ocai 
and yara o m t l proboetlm expenditores of aonsy mat be ooobosplabeA la 

«ntor bo iaprww aA pnurtlost* 2t h*s arar tw d—rly dt fl b a d toft* 

ar not. ftr esncapl*, a oaqpaq r rm^iTdag beryUfbm far IMG ose ctt ba 
mjtaitwi or «tra directed be install Mart ad eq u at e Mtnttlahicn* Somga- 
snfc af oaurat la mat iaatanoaa ia perfectly silling to toog sm t t if as 
■rurrids Ifat foods, A definite polity is a aneaaOy needed so Ifcet mb say 
determine da r t oar rtsjwssildlity for health and seflrty oaasts# Zt 
dhaold ba borne 2a xdad that a e&-eoxrbxtetar«s mpl o y ta oan provide as 
MlHi as mdh adverse publicity as aa A2C mplayee, 

% Sat isotope distribution pra g — i is «f peris—; y lyrtt f t§ tbs 
ft—dssl si fem a poblit relations dwpjirt, bat la e larger sasst ta 
to attian as mbIU Sat s ent! m a rti an af aa sabise, forceful p ro gr e ss ive 
ilatopa jrognta assart ba aw—dmsia a d, Hatnar, tbaro art stay polity 
proMiwt n&flh ariat from HxLa setirity. Qesvtices etch as to lag 

Mrn Sots tba tods bnorey dasian*s legal rtspaeslMUty 
— ton sb isabspt bas btsn delivered ta tat p gd a art 

b# Bar far aa Moral raapoasiMlity ba pruned ta attend 

2a tids yr o g r aa ? 

o, flh auld to ASC —bnrtaha a large ^ragwa tad provide 
ihnilltie* for smdloaatiMt -taste disposal ftn* isotope 
—aipianta? 

im list part, if sty, toold to iSC a— ft a pt at to 

oyslotrm produ ced iao top— at tbs vaxictsa wdseraitiae 
throughout the flount?^ 

It aay ba desirable to brae ocraarabls aaAty codes tad partBcaol pro- 
tacttcn ass.sum adapted at -to various smiversitiss ted ruoereh lastltsbioas 
t hr o u ghout tfaa T bd t ed 3tsbos« to aatter of efftetiag this is of seat 
• ODt tr a tiaos if ayoletrsi produoed isotopes oaa bo pcorobattd, ditkribattd 
«d& h a ndl e d at sill t hroug ho u t the ttdttd States, the efforts of the 
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£» 8* franklin, Jfenagar 3ovaaber 7, 1947 

Albert II* IMlaad, J?*, 3*3*, Anting Sedical Advisor 
HTOICAl ASC OP^RiSICSAL PCLIC7 DBCISIOBS 
ST3B0Lt A2CT 


faadasiaa to mlntria af« praetioM aay bt seriously handicapped* 
Obriocaly, this is a teiy (Jeliaate qusstiae ftr oe d o sot sish In m y 
•Hty to ssamah upo» tfa* eaisctifis liberty of fim inetitaticBS* 

7, She establishwnt sf aa ABC spcascred training sofaool ta 
health-physios is urgen tly repaired* Sbert at* set #ufCtolaat aa aitfa 
id i tfA l i training to fill all of tho needs of the GgpcrisalcKi, its oon- 
tnsWn, cod oat aid* agencies desiring to esteblirii isotope research • 
progress* It is strongl y urged the* cat or t«» lndlT ldwel s to alloasd 
te dsrote fall tine to trailing pragma in beeltiwphysies aad rolated 
■ob^oota iddah p urpo rtedly coold last epproKiretsly six to «±£rt woks* 
Host all «f this Ins tr ucti on, could taka place outside ef a restricted 
area and therefore representatives of iadastry, hospitals and research 
labor ato r i es «mld ho psnal t to d to at t en d these training courses utth- 
set dlvulgeass «f s ec u r i ty te a largs a u eber of in&etdaals sad aitfes*i 
asssgsitrfrlag lengthy e l o ara aso s prior to tastwotisu She host assursnee 
so hens that ear mtlceel isotope y f eg r an. sill he cosdootsd saAly and 
steely is to train personal te r e c ogni se the r a d ja tl aa hasards presented 
hy iMtopis reeearnli. 


gsrr gr ^s n asr"g^ror 


t AMachesotst 

1 * 3 * Instrootiaa Id 
1 * Oy mbs te Legal idrieor 
fit Acting Sedloal Idrieor. 
dtd 11^/17. 
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February 9? 19ii8 


• SUBJECT: Meeting of the Advisory Committee for 'Biology and Medicine 

The sixth meeting of the Advisory Committee for 3iolcgy and Medicine 
.ttLH be held February Ik, 19k3 at IShJD A. M., at Washington, D. C. 

Invitation 'is cordially extended to attend this meeting. 

February lk, 19k3 * 

'AGEEDA ’ 

1. Correction of Minutes of December .13? 19k7 Meeting:' 


The • statement that the request for support of a 


. research ■ • ‘ ; 


3-jJ-U 








contract by Dr.' Allen Merits was approved, should be' deleted 

• *k 

from these minutes.- 

2. Additions to the‘Minutes. of the Meeting of the Advisory 
'Committee for Biology and Medicine held at Oak Ridge, Tennessee 
• on December 13, 19k7: • 

•' ' Tn view' of the suggestions made at the meeting of the Advisory. 
Committee for Biology ami Medicine on January 9 y 19k5 that a 
. discussion be included-in the Minutes of December 13? 19k7 regard¬ 
ing the Isotope Distribution Committee, it is recommended that the 
following material be added to the Minutes of that meeting: 

On October 30, 19k7 it was announced that' the Interim 
Advisory Committee on Isotope Distribution Policy-and two sub¬ 
committees wished to resign. Accordingly, a new committee on 
Isotope Distribution was proposed by the Isotope Distribution 
Branch of the Atomic Energy Commission. Dr.Aecerscld suggested 
- 1 - * 


OF GNgagV QECLaSSlr'CArOM »‘VI6W 


;o<a.e 

t. C-XlVS.Z-V.r.'i 

"AV-ncA-rM c u »*:f-t070:_ 
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that the new committee be composed of the following persons who 

are closely associated with the use of isotopes: 

Gioacchino railla, Ph. D., Professor of Radiology, Columbia 
University Medical School,New 'fork, New fork. 

Hymer L. Friedell, M. D., Director, Department of Radiology, 

Lakeside Hospital, Western Reserve University, Cleveland, Ohio. 

A'. H. Holland", Jr., M.D., Medical Advisor, Oak Ridge Directed 
Operations, Atomic Energy Commission. 

J. C. Hamilton, M. D., Associate Professor, Medical Physics Depart¬ 
ment, University of California, Berkeley, California. 

Joseph 'If. Kennedy, rn. D., Chairman, Department of Chemistry, 

Washington University, St. Louis, Missouri. 

Robley 0. Evans, Ph. D., Professor of Physics, Massachusetts 
Institute of Technology, Cambridge, Massachusetts. 

Robert F.Mehl, Ph. D., Director, Metals Research Laboratory, • 

Carnegie Institute of Technology,Pittsburgh, Pennsylvania. 

Austin M, Brues, M.D., Medical Director, Argonne National Labora¬ 
tory, University of Chicago, Chicago, Illin ois. 

Paul C, Aebersold, Ph. D., Chief, Isotopes Division, as Secretary . 
to the Committee and Liaison Representative of the Atomic Energy 
Commission. 

It is suggested that Dr. Failla be appointed- Chairman of the 
committee. • 

The proposed functions of this committee would be to aid the 
Commission in establishing new policies on the dis tribution of 
radioactive materials and to review from time to time existing 
policies. On specific isotope distribution problems it is hoped 
the members of the main committee would function as two sub-' 
committees whose personnel and functions are given below. 

Drs. railla, Friedell and Holland should compose a Sub¬ 
committee on Human Applications who would review all initial 
requests for radioisotopes to be used experimentally or otherwise 
in human beings. Subsequent requests of a given user for the same 
purpose would not be reviewed. 

Drs. Hamilton, Kennedy, Evans, Mehl and Brues should compose 

a Sub-committee or. Allocations and Distribution who would review 
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doubtful requests for radioisotopes to be used in. fundamental and 
applied research, the field of education, industrial applications, 
and commercial enterprises. 

The Isotopes division would assume responsibility for 
allocations of isotopes except for those cases specifically 
noted in paragraphs four and five. Because of the experience 
obtained during the past year and half of the program and the 
initiation of a field service on isotope techniques, the Division 
is well qualified to handle this responsibility. During the past 

feTr.months.it has fcean hand ling the routine work of allocation 
with a minimum of assistance 'by the advisory sub-committees. 

However, the Division has had. to rely on the sub-committees for 
assistance on difficult decisions. ' 

The above information has been drawn from a Staff Paper which 
was submitted to the Atomic Energy Commission by the Manager of the 
Oak Ridge' directed Operations. See also Addendum minutes 13 Bee. Ii7. 


3. Consideration of Minutes of the Me; 
U. Research Projects: 


sting of January 9, 19U8. oK''f] 


K f / v/jL<+- Vice C hair man Goodpasture and the Interim Director of Biology 

and “udicine, have recently discussed the general problem of suppo rt 
of research with the Acting General Manager. ■ The Interim Director^ j_,»..... t 
v , r has recently conferred with Admiral Lee, Director of Office of 
Naval Research. The General Advisory Committee has outline its 


g/J 1 Naval Research. The General Advisory Committee has outline its 

r. w _ "Hr oDinion on this oroblem and a statement from the members is cnclosi 

j’ ’ 

(a) Contract between US AEG, Office of Santa Fe Directed 


Operations and Washington University, St. Louis. Missouri : 


DOE ARCHIVES 




101 



A research contract between the above-listed parties* negotiar- 
tions for which were initiated last summer, has been entered into- 
for the purpose of studies of nucleic acids, nucleoproteins, 
nucleotide -and related'.organic phosphorus compounds -in such a 
manner as to gain fundamental knowledge, of the nature of disturbance 
of these compounds in organisms exposed to ionising radiations. This 


project is supported to the extent of 029,SCO. • 

A second contract is for the construction of an ultraviolet 
spectrophotometer and an ultraviolet microscope for a- study of the 
effect of ionising radiation on cells. It Is estimated that this 
work will cost 0US,5OO.vUt 


~ Col Dr. Leonard 3. ~CxarKr~Union College : 

This is a request for support, for a program of research on 
"The 3iological Effect of High Voltage Radiation 11 using the facilities 
of the General Electric Company, Schenectady, New. fork. The work 
will involve a range of one million'; to • one-hundred milli on ’volts as 
emitted by the hundred million volt betatron, with financing esti¬ 
mated for this work to be There is only one other similar 

/' -• 

betatron. 


RECOIZ-ENDATICH: It is recommended that the Advisory Committee 

for 3iciogy and laedicine approve that the Office 
of Naval Research be notified that funds in the 
amount of are available for one year 

beginning ouly i, 19 ii 8 for the support of a 
research project at Union College in cooperation 
with General Electric Research Laboratory, 

Schenectady, New fork, by Dr. Leonard B. Clark aL> 
entitled "The Biological Effect of High Voltage 
, Radiations." ^ 

A’->iii. -VV'-CZ.O- A~r+ fr'* yl-'-j—Z- ■/ , 
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O-K. 


(c) Dr. David Rapport j.-Tlifts College Medical School: 

This is a research project on "The Effecis of Radiation on 
Reactions Associated with Growth." For many years this laboratory 
has worked on the catabolic aspects of metabolism, with support 
from the National Career Advisory Council and National Research 
Council. They have considered the effects of growth-influencing 
factors, chiefly hormonal, on these reactions; They have studied 
the capacity of the liver to synthesize alanine from pyruvic acid 
and a considerable number of similar reactions. . They wish to. 
determine the effects of radiation on such reactions in normal 
tissues and in tumors. 

RECOIHENDATIQN: It is recommended that the Advisory Committee for 
Biology and medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of $15,GOO are- available for one year beginning 
July 1, 19li8 for the support of a research project 
.’at Tufts-College Medical School by Dr. David 
Rapport entitled "The Effects of Radiation on 


(d) Howard University - Dr. Herman Branson : 

This department requests $H>iiCO to support studies in bio- 
<._■£ at Howard University from. 15 January 19U8 through 15 ''r.nuary 


19U9. A program of investigation with radioactive and stable iso¬ 
topes including a 60“ Nier type mass spectrometer with the most 
recent refinements is projected. Studies will include investigations 
on phosphorus metabolism with P-3^, determination of rate functions 
and metabolizing functions for biological systems by means of radio¬ 
active and stable isotopes and cooperative projects on iodine 
metabolism, cobalt metabolism and arsenic poisoning. The Office of 


• 5 - 
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Naval Rase arch is supporting • this group to the extent of -36,800 
for the program in 'mass spectrometry. 


RSCQlflENDATION: It is recommended that the Advisory Committee for . I 
Biology and -Medicine approve that the Office of ^ 

Naval Research be notified that funds in the amount 
of Sil,iiCO are available for one year retroactive t< 

15 January 19U8 for the support of research project: 

® at Howard University by Dr. Herman Branson on Bio¬ 
physics. j 

(e) Dr. Louis Ridenour, University of Ulincis ; 

This request is for a sum of $3*000 to support.a project for 

OA 

the construction of a small radiocobalt applicator to be used in the 
irradiation of various types of small biological specimens. Such 
an applicator could be used in studying enzyme reactions, in split 
dose effects on mice and beans and as standard to test consistency 


of effects. 

RZCOLDENDATION: It is recommended that the Advisory Committee for .] 
. Biology and Hedicine approve that the Office of j 
Naval Research be notified that funds in the amount . 
of-$3,OCO are available for one year beginning 
April 1. 19U8 for the support of a research project' 
at the University of Illinois under direction of 
Dr. Henry Quastler entitled "A Proposed Cobalt 60 
Applicator for Radiobiolosy.” 

\,lj Dr. Paul Hahn - Usharry Hedical College: 

This project is entitled n A Program for Treatment of Neoplasms 


"by the Direct Infiltration of Radioactive Heavy Colloids. 3 

Dr. Kahn has recently published several articles in which he 
reports encouraging results in treating' various types of tumors 
including fibrosarcoma, epidermoid carcinoma and Hodgkin’s Disease 
with direct infiltration of radioactive isotopes. Dr. Hahn's 


request is for 0lO9,l>Oli. 
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RECOMMENDATION: It is recommended that the Advisory Committee for- 
Biology and Medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of 350,000 are available 'for one year beginning 
H 1, 1?U8 for the support of a research project 

at Keharry Medical-College by Dr. Paul Hahn entitled 
"Radioactive Gold Colloids in Treatment of Neop lasias j 

K by Direct Infiltration."- This^eroual is contin¬ 
gent ueon the appointment of aVnioidajT advisory 

-p-4.4.— r> rT lx-- ^5.- — - --' 
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(g) Massachusetts Institute of Technolocy Harvard Medical 
School; 




Since 1910 there has been in progress a joint study using 
radio-isotopes by physicians of the Peter Bent Brigham Hospital 
and the Harvard Medical School .aid physicists at the Radioactivity 
Center of the Massachusetts Institute of Technology. This group has 
made many important contributions on the role of iron, zinc and 
other metals in the metabolism of human erythrocytes and leukocytes 
and it is also studying the alterations of these processes in blood 
dyscrasias. Recent developments’ emphasize the importance of zinc 
in the -white blood cells in relation to leukemia. This group of 
physicians has requested that the Atomic Energy Commission assure 
support of their work by allocating $73*650. I* was the desire of 


the Committee that this request be considered during the month ana 

be acted upon at the February meeting of the Committee. 

RECOMMENDATION: It is recommended that the Advisory Committee for 
• Biology and Medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of 373,650 are available for one year beginning 
July 1, 1918 for the combined program of ^arvard 
University Hedical School and Massachusetts Institute 
of Technology and Peter Bent Brigham Hospital on the 
"Certain Medical Aspects of Atomic Energy." 
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(h) Sloan-Kettering Institute - Dr. C. ?. Rhoads : 

This project desires to study the use of radioactive isotopes 
in the treatment of various thyroid states. Particular emphasis 
would be placed on hyper-function of the g lan d 3 neoplasms and 


conditions affecting iodine uptake. 



Xt is recommended that the Advisory Committee for 
Biology anti Medicine approve that the Office of 
Naval Research be notified that funds in the amount 
of $feS7jy> are available for one year beg inn i ng 
April 1, 19U8 for the support of research projects 
at Sloar-Rettering Institute by Dr. C. ?. Rhoads 
entitled "Studies of Distribution of Isotopes in 
Therapy'* *j‘ f *' 

hf of (3 6 
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Dr.Uhlnann of this hospital has b«en investigating 


the use of an electron bean in 22-nillicn electron volt 




betatron. They are anxious to build a 35-UO cillicn 

electron volt betatron and s txidy the fast electron produced 

by such a nachine. In addition they are interested in a 
large research pro gran on the biophysical approach to 
cancer therapy. 

TUGOLHETiDATION; The correspondence fren this hospital 
.is enclosed and no reccmandation is 
indicated at the present tine, 

(j) W ashington University - Dr. Janes Nolan : 

This project requests funis for .support of a pro gran 

to study'.the "Use of Ganna Ray Enitting' Radioactive 

Isotopes in Colloidal Form as Therapeutic Agent in 

Carcinosa. 


R£CQIf.SiDATION: It is reccnnende'd that the Advisory 
Coccittce for B ieloc7 and Hedicine 
approve that the Office of Naval 
Research be notified that funds in the 
anount of 09,800 are available for one 
year beginning'July 1, 19li6 for the 
support cf a research project at 
Washington University by Dr. Janes 
Nolan entitled n Usc cf Gama Ray 
Enitting Radioactive Isotopes in 
Colloidal Fom as Therapeutic Aront 
in Carc inona , 
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(k) Dr. J. Levitt j Debartment of ^otanv. University of Missouri : 
This request is for a- small grant to support a problem on the 
trans-lc c at io n of mineral substances in-plants., ^his would include 
in what tissues they are moved, what the mechanism of movement is, 
and what relationship it has to other physiological processes. 
Movement would be followed with Geiger counters and would begin 


with radiophosphorus. 

Dr. Levitt received his Fh*. D. iron McGill University and-has 

worked on rt Cold Resistance,** "Cellular Physiology,** and '*Permea¬ 
bility.” Studies at present are under way on the- "Movement of 


Radi oactive Isotopes in Plants** at institutions including Washington 
State College, Cornell University,Florida Experimental Station and 


University of California, Berkeley.- 


RECOMMENDATION: 



'(1) Dr. A! 


It is recommended that the Advisory Connittec for 
Biology and Medicine approve that, the Office of 
Naval Research be notified that funds in the amount ' 
of $675 are available for one year beginning July 1, 
19U8 for the support of a research project at the 
University’of Missouri by Or-. J. Levitt" entitled’’ 
"Trans-iocatioh- of Mineral Substances in Plants.** 




Dr. Chanutin is Professor of Bio-chemistry at the University of 


Virginia and_ has been engaged in studies on the’*Distribution and 


Chemical Changes of Proteins on the Plasma and Tissues in Normal 
and Pathological States in Research Animals and Human Beings.'* He 
is at present working on research contracts in the Chemical c orps. 
of the United State Army and from the Office of ^aval Research. 
Dr. Chanutin proposes a study of the ’’Plasma and Tissue 


Protein Fractions'* in animals and patients who have been exposed 
tc varying doses of radiation for varying berieds of time. The 
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•work would be carried out originally on rats. 

Dr. Stafford Warren at University of California, Lcs Angeles, 
has also proposed a pro gran of study on "Plasma and Protein Fractions 
in Radiation.'* All available evidence on this progran has net yet 
been activated. 


RECOlTStlDATIOIf: It is reccmcendsd that the Advisory Committee for 

Biology and rsdicine approve that the u fficepf, / 

\Za Naval Research be notified that funds 


d&JM)" 

m- 


JJ of $25,000 are available for one ye^Tor the support^ 
of a research project at University of Virginia by 
Dr. Alfred Chanutin entitled "Plasma and Tissue 
Protein Fractions.” 

Technical Information and Publications: 

At its last meeting the Advisory Committee considered preliminary 
discussions of the problem of dissemination of scientific information. 


*** 


Dr. A. Thompson, Chief of Technical. Information Branch, Atonic ^hier^y 

Commission, is avai l a b le for discussion of this oroblenT^ # 

- 


6. Programs in the division of ^iology and Medicine recently ^ 
approved by. the Atonic Energy Commission: 

(a) Fellowship Program ■-{- 


■ /0a). 

(b) Cancer. Research *rcgran — 


7- The u se of Hadioactive Materials for Nilitary Purposes: 

The Atomic Ensrgy Co mm ission has recently been informed of a 
projected program as a collaboration between the division of Ililitary 
Application and the Division of Biology and “edicine. This program 
has recently been considered and discussed by the General Advisory 
Committee, ^t is desired that the Advisory Committee for Biology 
and ^dicine consider this program and submit-such remarks or 


recommendations as are pertinent. „ 

* <..• " ■*- 
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(6-a.) Biological laboratory - Dr. Gfaar lgs 

k grant of $ii,300 has just been, made to the 1farina Biolo gic a l Laboratory 
"by tbs G omsit tae on Growth of the Sational Research Council to equip a radioactivity 
labo ratory and to pay for the services of a technician dnring the coning summer- 

k two-mon ths course on radioactiTB isotopes -sill be gZ7 en this aursaer con¬ 
sisting of lec tur es and demonstrations of interest particularly to .biologists* 

It seems desirable to. p ro vide some funds for gu nner fellowships to enable 


qualified-young nen and woman to do sene-work in radiobiolagy u n der proper. super- . 
vision, the pr imar y objective being the experience and interest-they would gairrin^s. 
this new field. - ' 

It is suggested that the stipend for each, fe llowshi p be-: ; $£0CT~and-thaisata;^ 
..■ffii r „ ya,geaqM8rf»-be made available to pay for laboratory spacs* 

■ applies,, etc- when' necessary. *■**=*<£, 

tsp maab er of fe llowahip s should not exceed six , amount ing to §U, 500 . 

In-additional sun of $800. • should .be provided for transportation charges-for 


isotopes and unusual ftrp»r-«iM in connection with the. course on ixetopes. 

It is desirable that, radioactive isotopes in.reasonable amounts be. sup pl i ed 
to the fellows free of charge for the work at the 2. B. 1. 

tv>p research problen 3 to he undertaken by the fellows would involve* 

A. Study of biological effects of r a di at ion 


3. Study of biol o gical phenomena by means of radioisotopes 
Fellows would be appointed by the Director of the 1C. B. L. (Dr. Packar d) 
ary? the members of the Coimittsa on Isotopes of H» B. I. 


BSCQ2S£S5DAII0n* It is recommended that the Advisory Committee for _Biology and 

¥prHrv»np aoprove the granting of funds to the lianne Biological 
laboratory" up to $rp2GGZ~£o r summer fellowships in Badiobiology 
arv» -T-n>.-;^ 0 TT*aT expenses, for the summer of 19US. 


f) K 
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8. Other Business: 


(a) Letter frora Dr. Cecil Watson 

(b) Letter fron Dr. Hobert Stone 

(c) Industrial Health aid Safety Report 

(d) The Connissicners are anxious to nset with the nsebers 
of the Advisory Coczittee for Biology and Medicine to discuss 
certain phases cf the progran* If it is possible such a period 
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February 18, 1948 


Dr. Joseph Stokes, Jr. 
Children’s Hospital 
18th and Bainbridge Streets 
Philadelphia 46, Pennsylvania 


Dear Joes 

This i3 in reply to your hand written request for a consent from 
ne re your letter to Dr. LbcLeod dated H February on the subject of 
funds for tho reimbursement for volunteer prisoners who may be suf¬ 
ficiently disabled as a result of their acquiring experimental hepatitis 
to prevent their full return to gainful occupation. This is an administra¬ 
tive question and if it were to be done, I presume that the amount of 
money to be set aside would have to bo at least $50,000. The problem X 
presume is whether the Board would recommend that such money be held in 
reserve for such an emergency. 

As to tho second question relating to studies on humans which as you 
say raises a point of '■ethics", I agree with your principles but believe 
the timing is not as opportune as it should be. llamely, that at this stage 
in the world situation one should proceed cautiously, until standards are 
set up by what ovor body is in "authority". I an not sure Just what the 
rules are but I understand that Dr. Ivy at the University of Illinois has 
been on some type of vigilance committee which has laid down certain princi¬ 
ples about volunteers in order to protect this country from the critisms 
brought up in Germany during the Hurnberg trials. The Russians in Japan 
have'also accused U.S. scientists of experimenting on humans. During the 
war we more or les 3 made our own policies on this, but I am not sure that 
that is possible today and if there are to be official policies, I believe, 
we have to know them before any official statements could be made. 

Tours sincerely, 




co^rno: 

Eele.: 

Lv-’<2.<- & 

S■Voices. - vaH £ ^ 
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Zn Reply R#f#r To t 
IHlSAL 


UNITED STATES 
ATOMIC ENERGY COMMISSION 


709648 


Oak Ridge, Tennessee 
July lit, 1949 


Dr* Hyaer L. Friedell 
Dr. 0. Pallia 
Dr* Joseph G. Hamilton 
C-iff', A. H. Holland 

Subject i REVISED TEHTAT2Y. MINUTES OF 'AAKCE 13, 1949 MEETING OP 
SU.'JCOMKITTiS OK HIEUK APPLICATIONS OF COMMITTEE OK 
ISOTOPS DISTP.I30TI0N OF U. S. ATOXIC ENERGY COJKISSION, 
ARC BUILDING, WASHINGTON, D. C. 


Gentlemen i 

Enclosed is a copy of revised draft of the Tentative Minutes of 
March 13, 1949 Meeting of Subcamittee on Busan Applications of 
Ccesnittee on Isotope Distribution of TJ. S. Atomic Energy Commission, 
ARC Building, Washington, D. C. Thia revision is based upon 
written concents received from Dr. Joseph G. Hamilton, Dr. G. Failla, 
and upon oral comments received from Dr. Hyaer L. Friedell. No 
comments on the Tentative Minutes submitted April 29, 1949, were 
received from Dr. A. H. Holland. 


You are requested to submit a letter of approval of this revised 
draft as quickly as possible so that the Isotopes Division can» 

1. Prepare the circulars described in letter of April 26, 

1949, from S. Allan Lough to the members of the Subcommittee. 

2. Send a letter to the Atomic Energy Commission rscomending: 


a. Acceptance of Dr. Hamilton's resignation and the appoint¬ 
ment of Dr. B*rHarold Coop as his successor. 

b. Appointment of a chairman of the Subcommittee on Human 
Applications co *«m from July 1, 1949, to July 1, I960. 



Minutes Isotopes Division 

A /, _ Oak Eidge Operations 

BE«»osiToev NnKh uXJL'>- h*. 


, /%£. 3^-6//9/of£ 
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Subcommittee Members 
April 28, 1949 


2 


Thi* circular my be issued as a revision of Isotopes Division 
Ciroular S-5S, a eopy of whieh is enclosed. 

A third circular will embrace the following items in the minutes t 

I1I.A. Policy regarding field and industrial uses of long- 
lived radioisotope*. 

I1I.D. Policy on level of activity that might be permitted 
in products, and items sold to the'public. 

1. Emitters of beta particles. 

2. Gamma emitters. 

ha shall salaoma your eomments on the tentative minutes. 

Very truly yours. 


S. Allan Lough, Chief 
Radioisotope* Branch 
Isotopes Division 
Oak Ridge Operations 


Ends, j 

1. Cir. E-35 

2. Kinutea 
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REVISED 


tbstativk gflrorss of march is, i»49, uektihg or 

SUn- QL’ ITTEE 0!' HlfrAE APPLICATION OF 
COyggSE Off ISOTOPE DISTREUTI03 OF 
U. 5. ATOMIC FHKP.GI COMglSSIOK 
AKC r UILDI VC-, ftASHIFnOK, P. C . 

no Sui committee os Humus Applications of the Atomic Energy Commission 
Committee on isotope Distrieution convened at S»50 t.a., ISarch 13, 1949, 
in Roots 213 of the Atomic Lnsrgy Commission Building, Haohisgton, D. C. 
Those present were Drs. Earner L. Friedell, Chairmen, G. Failla, and 
A. H. Holland'. Dr. Joseph G. Hamilton was absent. Drs. Rathan H. Woodruff 
and S. Allan Lough were present as representatives of the Isotopes Division. 

The Subecamittee established the following agendaj 

1. Review of the minutes of the last meeting, Maroh 22 ,,-23, 1548 . 

II. Distribution of isotopes for canoer researoh . 

III. Discussion of specific items pointed out by Dr. V.oodruff 
in hi a letter of February b, 1549 . 

A. Policy regarding field and industrial uses of long- 
lived materials. 

5. Review of policy relative to allocations on supplementary 
requests. 

1. Casas in which the quantities requested have been 
materially increased for the sane purpose. 

2. Casas in which the original allocation does not 
conform with the latest rewised policies. 
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c« Beviee of- action taken on application for human 
use of radioiron and formulation of a policy for future 
guidance. 

D. Discussion of policy on level of activity that might 

ba permitted in products and items sold to the public. 

S. Clarification of polioy on hospitalisation and super-. 

vision of patients receiving radioisotopes through Atomic 

knergy Commission facilities. Attention was foeuacd on this 

item by a statement occurring in "Experience with Badioaetive 

Iodine in the Treatment of Eyperthyrcidisn* by George Crils, 

£. Perry McCullagh and Ctto Glasser in Cleveland Clinic 

Quarterly 16 1 1-7, 154S. The statement read* 

*5. Hoither hospitalisation nor supervision of the 
patient is required and the cost of treahnent 
is less than that or thyroidectomy or prolonged,- 
medical treatment." 

F. Use of radioisotope* in pregnancy and in normal 
ohildron. 

17. Keviaw of Violation of "Acceptance Terns" . 

V. BeTicw of specific applications not yet acted upon by this 
Suocoaaitte* . 

VI. Revision of Fora AEC-313 . 

VII. Development of aethod for replacement on some regular 
basis of mempers of the Subeorolttee on Human irolications. 
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A. Consideration of use of radioisotopes in tracer studies 
in normal adult human*. The following remarks apply to beta sad 
g um emitters -with a bielogieal half-life of 20 days or less. 

These marks are for general cuidanoe but the Subcommittee on 
Htman Applications mill examine each ease on its own merits. 

Applicants who desire to use radioisotopes in normal adults 
should submit the results of animal experiments, or adequate reference* 
to the literature, concerning the following points. 

1. Metabolism and distribution of the radiesmterial in the 
fora administered. 

2. The tissae of highest concentration and the relative 
concentration therein. 

3. The relative concentrations in the tissue of interest 

and particularly radiosensitive tissues such as the gonads 
and hematopoietic system. 

4. The biological half-life of the radioisotope in the tissue 
of highest concentration, the tissue of interest and the 
particularly radiosensitive tissues. 

All tracer studies in normal humans must be approved by 
the local Radioisotopes Committee before consideration of the Appli¬ 
cation will be made by the Subeosssittee on Human Applications. 

The above statements apply to both Atomic Energy Commission 
and other Installations. 

3. Applications for use of radioisotopes in normal children 
will be given special scrutiny by the Subcommittee on Human Appli¬ 
cation* . 

2 0 0 0 1 8 I 
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c* Review of Policy with regard to long-lived radioisotopes. 

1* In general, for isotopes with a biological *half-life 

greater than 20 days, the dosage in the eritioal tissues 
should be such as to conform to the limitations stated 
by the Rational Committee on Radiation Protection. In 
a'peeial eases, nowever, the Subecsittee on Hu ma n 
Applications may permit the use of radioisotopes in 
higher dosages. 

2. The Subcommittee on human Applications feels that eaoh 
request for use of a long-lived radioisotope in human 
subjects must bo reviewed separately. 

5. In the minutes of the initial meeting of the Interim 
Advisory Committee on Isotope Distribution Polioy, held 
June 28, 1946, at Oak Ridge, the following statement 
appears on page 9. 

"Carbon 14. The Opinion was generally expressed that, 
even though the scarcity of C 14 is a major factor to be 
.considered, the use of this material in.a human being 
should nor be sanctioned until it* absorption and 
elimination properties is clearly demonsrrated in 
animals. The very long half-life of the material 
makes caution desirable." 

The Subcommittee on Human Applications faels that, in 
view of recently acounulated information, it is prepared 
to consider applications for use of certain C 14 compounds 
in humans. In arriving at this conclusion, the following 
papers were considered: 
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a. "The Fata of C 14 in tha Tiaauas of Mice aftar 
Administration of C 14 Vefchyl-La'oeled Glycine" 

By Gacrge L. Hardi, H. D., Radiation Laboratory 
and Division of Nodical Physios, University of 
California, Berkeley, California. January 8, 1949.- 

b. Latter free* John E. Lawrence, Connor Laboratory, 

University of California, February 18, 1S49, which 
accompanied Bardi's paper, liatad aa "a", above. 

o. "Report on Estimated Doses Delivered to Organs of 
Van by C 14 in Kethyl-Labeled Glyeine". By ftilliam 
Siri* This report is baaed on Bardi’s paper, listed 

as N a", above. 

d. "Studies on tho Easard Involved in Use of Carbon 14. 

I. Retention of Carbon front Labeled Sodlun 
Bicarbonate*. TECHNICAL REPORT BO. 1 to Offioa 
of Haval Research (Biophysics Braneh, Radical 
Seianees Division) and Ato*io Energy Coandssion, 

Division of Biology and Radio ins. Contract 
S7onr-385, Task Order 21, BE 171S42. By Southern 
Research Institute, Birmingham, Alabama, March 
28, 1949. ' 457-121-TI. 

4. The Subcommittee aakad that the Isotopes Division sand to 
the members a complete re-statement of Allocation Bo. 2283 
of tritium to Dr. John Lawrence. This statement will be 
prepared and sent out under separate cover. (Dispatched 
to the Subcommittee on Human Applications on Karch 25, 194S.) 

D. It it reoogniied that there nay be instances in which the disease fro* 
whieh a patient ia suffering permit* the administration of larger doses for 
investigative purposes. Applications for such uses of radioisotopes will 
be given special oonsideration by the Subcommittee providing*. 

1. Full responsibility for conduct of the work is assured by 
a special committee of at least three competent physicians 
in the institution in whieh the work is to be don*. This 
will not necessarily be the local Radioisotope Comittee. 
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2. The subject has given his. ooasest to the procedure. 

3. There is ao reasonable likelihood of producing manifest 
injury by the radioisotope to oe employed. 

II. Distribution of isotopes for canoer researoh . 

A. Caacer researoh is interpreted to include the following! 

1. Investigation of the basic aspects of aoraal and 
abnormal cellular growth. 

2. The development and evaluation of therapeutic and 
diagnostic procedures for canoer and allied diseases. 

5. The Subcommittee on Human Application* expresses confidence 
in the way the Isotopes Division is handling the allocation of 
Iodine 131, Phosphorus 32 and Sodium 24 for use in diagnosis, therapy 
and research in oaneer and allied diseases. 

C. Cobalt SO needles* 

The use of Cobalt 60 needles is not considered research 

by the Suboonmitiae on Humic. Applications unless the needles are 

of some unusual design or incorporate some unusual feature. 

The National Cancer Institute has standards for determin¬ 
ing those to whom radium needles might be lens. The isotopes 
Division was asked to obtain these standards and to send them to 
the Subcommittee. The Subcommittee will then recommend a way to 
control the distribution of Cobalt 60 nsedles. 

III. Discussion of specifio fcfcem* pointed out by Dr. boodruff in 
his letter of February 9, 1349 . 

A. Policy regarding field and industrial uses of long-liTed 
materials. 

- 6 - 
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The Subcommittee • ■ opinion is that consideration of requests 
for field and industrial usss of radioisotopes is primarily one of 
safety eontrol aeoountability. Illustrative situations were reviewed 
as followst 

1* Cobalt 60 in nails to be used in wooden survey stakes. 

(Bequest Vo. 2330, U. S. Dept, of Interior, bureau of 
Reclamation, Great falls, Montana. Also Bequest Ho. 2373, 
Traeerlab, lnc.)«_ In the use as proposed, the hazard was 
considered nil, but this application was rejected because 
of inadequate long-tern eontrol of the activity. 

2. S 85 in the underground firing of ooal wines. (Bequest Ho. 
2895, cancelled). This proposal by the Southern Research 
Institute was considered safe under the conditions outlined. 

S. Yttrium SO in simulated plane crashes. (Bequest Ho. 2863). 

The Hational Advisory Committee-on Aeronautics • proposal to 
use T 90 stearate in labeling gasoline in simulated plane 
crashes was considered aooeptable, providing the work would 
be done in an area sufficiently remote from human habitation. _ 
The proposal to eonduot this work on the Cleveland Airport 
was disapproved. 

4. The use of Cobalt 60 for standards (100 bo each) to calibrate 
field instruments of the Armed Services was briefly discussed. 
The Subcommittee on Hunan Applications felt that the use of 
Cobalt 60 in amounts of the order of lOO me for sta nd ardisation 
of instnaents is reasonable. If and when the Armed Services 

- 7 - 
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male* such requests, a way should be found to prowids th« 
s tand ards but without relaxation of safety rules. 

B. He view of policy relative to allocations on supplementary requests 
for use in human subjects. 

1. When greatly increased amounts are requested for the seme 
purpose, as indicated on an earlier request, the decision 
as to whether the application ean ce approved will 
be left to the Isotopes Division. Such applications 
should be justified byx 

a) ▲ comensurate increase in -patient load. 

b) An expanded research program. 

e) Provision of adequate storage and handling facilities. 

d) Assuranoe that personnel protection and supervision 
are adequate for the larger amount* requested. 

2. If the supplementary application inoludes a proposal 
wfaieh was formerly acceptable, but now conflicts with 
revised policies, it will not be approved. The applicant 
will be asked to revise his application to make it conform 
with current policies. This application will then be suomitted 
to the Subeossittee on human Applications for review and 
recomendatioa. 

C. Heview of action taken on applications for human use of 
radioiron and formulation of a policy for future guidance. 

Dr. Holland was requested to work up data on the distribution 
of iron in the organism and to send a statement on this matter to the 
members of the Subcommittee an Human Applications for their use in 
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Baking ealeulationa. Ibi Suboonaittew would thsn forwulats a polioy 
with rsgard to alleoation of iron for hu*an use. 

D* Discussion of poliey oa level of aotivity that might b* 
permitted ia product* and itssu told to the publio. 

1. Emitter* of bet* particle*. 

Proposals to incorporate cota emitting radioisotopes 
in products offsrod for mIi oaa be approved if (1) 
the aotivity is in insoluble form and inoorporatsd 
persansntly in inert material, and (2) ths product 
produces no nor* rad.it.tion than 0*3 rwp/Vk at the 
surface. Dr. Holland suggested that a surrey be made 
in the field to determine the actual background of 
radioaotirity in industrial Batcrials. 

2. Gemma emitters. 

Products containing gass>a emitters must meet the conditions 
outlined above for beta emitters. In addition, -when 
products are stored in -warehouses, monitoring must be 
done to show that the radiation level is ia accord with 
tfa« regulations stated An the handbook on Safe Handling 
of Radioisotopes issued by the Rational Committee on 
Radiation Protection. 

(See Seetion l,(o),(2), p. 5). 

E. Clarification of poliey on hospitalisation and supervision 
of patients receiving radioisotopes through Atomic Energy Commission 
facilities. 
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Dr.'Crils’s statement in the article referred to was discussed. 
The Subcommittee objected to the phraee "no supervision". It was 
felt that patients eould appropriately be treated -with radioactive 
iodine without hospitalization but that it was an overstatement to 
aay that they did not require supervision . There was soae ocjeetion 
to Dr. Crile's statement that the cost of treatment with radioiodine 
is low. Dr. Friedell felt that the present prioe is artificial and 
is lower than it should be, if oost o£ produstion were included. It 
was pointed out that the oost has been established by considering 
the radioiodine as a byproduct of pile operation and that on this 
basis the prioe may not be out of line. Dr. Pallia remarked that, 
after all, the prioe considered by Dr. Crile is the price now. 

T* Use of radioisotopes in pregnancy and in normal children. 

1. Pragntaoy. 

The Subcomlttee on Human Applications feels that the 
use of radioactive materials in all normal pregnancies 
should be strongly discouraged where no therapuetic 
benefit is to be derived. 

2. Honaal children. 

In general ths use of radioisotopes in normal children 
should be diseouraged v However, the Subcommittee will 
consider proposals for use in important researches, 
provided the problem cannot be studied properly by 
other methods and provided the radiation dosage level in 
any tissue is low enough to be considered harmless. It 
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should be noted that in general the amount of radioactive 
material per kilogram of body weight must be tr ailer in 
ohlldren than that required fcr similar studies in the 
adult. 

XV. Review of viclation of "Aooeptanoe Terns ." 

The SuboonKittos reviewed the violation of the "Acceptance Terms" 

by Dr. F. C. Henriques of Tracerlao, Ineorporated. Specifically, 

Dr. Henriques used. Iodine 121 on husum subjects in studying the 
behavior of Xria-Io Oel. After study of the situation, the Sub- 
connittes recommended that a strong letter be sent to Traeerlab, 
Ineorporated. The letter should state that a recurrence of this 
type of violation -will result in stopping shipments of radioactive 
materials to Traoerlah, Incorporated, and a thorough review of the 
entire situation by the highest authority in the Atomic Energy 
Coamission. Such a letter was sent to Traeerlab, Ino. on April 11, 1345. 
Attached to these minutes are (1) a copy of letter dated April 11, 1945, 
from Paul C. Aebersold to William S. Sarccur, Jr., (2) a copy of letter 
dated April 14, 1949, from William 5. Barbour, Jr., to Paul C. Aebersold, 
and (3) a oopy of memorandum dated April 14, 194 s, from ftilliaa S. Baroour, 
Jr., to selected members of the staff of Traeerlab, ^-nc. 

V. Review of specific applications not vet acted upon by this 
Subcommittee . 

Ho. 2431 - Southwestern Medical College - Allen F. Reid, 

J. B. Eovell, P 32 in applicators for treatment of basal cell 
carcinoma. This application had been approved earlier on favorable 
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• decision by three members of the Subcommittee, despite Dr. Friedell»s 

objection. Dr. Friedell ess concerned because of fear that P 32 

sight be too widely disseminated if used on filter paper plaques. 

Ho. 2661 - Southwestern Ifedical College - Allen F. Fkeid # 

Gladys J. Faeheaa, for use in blood volume study in children. Dosage 

proposed is from one-fourth to one microourie Phosphorus 32 per kilo- 

gran. this .application was approved on February 14, 1949, after the 

Isotopes Division had reoeived unqualified approvals from Dr. Esnllton, 

Dr* Holland and Dr. Quiaby. Bo response had been reoeived from Dr. Friedell. 

In response to a letter from 3. A. Lough, dated January 26, 1946, 

to the aeabers of the Subcommittee on Hu man Applications, Dr. Quiaby 

sent the letter whioh is quoted, herewith} 

"in Cr. Failla’s absenoe I am acting on the applications 
for isotope allotment. 

This morning your lotter arrived oonoorning application 2661 
for the use of P 32 in blood volume studies. I had. approved 
this application and sent it back to you yertarday. The 
levels which they propose using, l/4 to 1 nioroourie of P 32 
per kilogram of human host, are considerably below the levels 
calculated by Larinelli, Quimby and Eine, as that which 
will deliver .1 r in the first 24 hours. This is 2.4 
micro curias per kilogram. If in children they keep to 
1/4 microcuries per kilogram they have an e xtra factor of 
safety of 10. 

On this basis I still feel it reasonable tc approve the 
application. They should, however, understand that 
repeats are not to be done on the same patient until after 
a considerable interval of time — several months — has 
elapsed.” 

On the basis of the three unqualified approvals and the state¬ 
ments in Dr* Quimby'a letter, the allocation was made. Despite ' 
this previous action and the submitted opinions of three members 
of the Subcommittee, when Dr. Friedell opened the issue again, 
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Dr. Holland and Dr. Pailla thought that this application should be 
.inroad down. It was suggested that Dr. Reid should bo asked to 
state the iaportanoe of making the study in children and that the 
dosage should be no larger than one-half micro curie per. kilograa. 
Finally, the Subcommittee, assembled, decided that the Isotopes 
Division should make the allocation ■with the proviso that the 
Phosphorus 32 should not be used in children and with the statement 
that the Suboomrittee on Human Applications will reoonsider this 
deoision if the significance of caking tho study in children is 
established. Since allocation ha^ already bean made, and In vie* 
of the careful analysis of the proposal which was made by 'Dr. Quiaby, 
the Isotopes Division prefers to take no further action on this 
ease at this time. T?hen a request Tor a supplementary amount is 
reeelved, the expressed .desire of the Subcommittee will ce applied 
to the situation. 

Ho. 2778 - Ohio State University - Dr. fcorton, Cobalt 60 
needles. Request for 5000 plus pieoes of Cobalt 60 wire is considered 
excessive. The allocation should not he made on e. free oasis because 
this is not interpreted as canoer research. The application is to oe 
denied because so many pieces of active wire constitute too great a 
haxard. The Isotopes Division is to suggest to the applicant that 
he resuunit an application for a much smaller number of Cobalt SO wires. 
This application and the deoision of the Suboanmittee are to be called 
to the attention of Dr. Aebersold. Ho oaanunioation is to be made to 
Dr* Norton until Dr. Hamilton's rating sheet has ceen returned. 
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The proposal, of Tracerlab, Incorporated, to uee Cobalt 60 In 
embalming fluids m disapproved on the basis that there eras not 
adequate provision for long-term control of the radioactivity involved* 
VI. Revision of Porn AC^-313 . 

The Su'oooarsittee urged that the application Fora ARC-312 be 
revised so as to include spaces ahere the following information is 
specifically requested. 

1. Dosage, both tracer and therapeutic. 

2. The nine of the compound administered. 

3. Frequency of administration to the sane patient. 

4. The training and experience in the field of radio- 
- activity possessed by the user. 

5. An item to replace the one where the applicant is asked 
to check TES or K0 regarding pualication. The new itea 
should read, IHAY VrF. RELEASE GENERAL IHF0RKATI0K REGARD1EG 

•PROPOSED USE? IF DOT, PLEASE EX? LA IK." 

Til. Development of method for replacement on sonc regular basis of 
members cf the Sc committee on TTtmew Applications. 

It was deeidsd that a Subcommittee member -would have a term 
of four years and that the teras would be staggered in such a way 
that one member would retire from the Committee each year. The 
Subcommittee members present drew lots to determine the order of 
retirement from the Cosaittee. Dr. Eolland drew the four-year 
term. Dr. Friedell drew the three-year term. Dr. Failla draw 
the two-year term. This left the one-year tern for Dr. Hamilton. 

On the assumption that this drawing had been made one year age 
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ADDEHDCM 


Dr. Joseph Q, Herl Iton has proposed a slight modification of ths 
rules governing approval of a roquest for a radioisotope to be 
'used in hunan subjects. 


On page 11 of the Tentative Minutes of Initial Meeting of the 
Committee on Isotope Distribution, U« S. Atonic Energy Commission, 
ABC Building, Washington, D. C., January 20, 1948, the following 
appeared under the caption "I. ACTIOS COMPLETED" t 

"2. All requests for materials to be used in human 
subjects will bo reviewed and rated by the four 
members of the Subcommittee on Einnan Applications. 
Allocation of materials based upon the recommen¬ 
dation of the Subcommittee will be made in the 
following manner j 

a. If a requeat receives four approvals, the 
Isotopes Division will promptly allocate the 
requested material. 

b. If the request receives three approvaxs, the 
Isotopes Division will allooate the requested 
material unless the fourth vote ia a definite 
"HO*. In the latter ease the request will be 
resubmitted for rating to the Subcommittee 
along with the views of the dissenting member 
and a review by the- biotopes Division. If a 
request receives three approvals after the 
review, the Isotopes Division will allocate 
the material. 

c. If a request receives two approvals, tha 
Isotopes Division will attempt to resolve 
the difficulties eausing the two dis¬ 
approvals and resubmit the request, along 
with a summary of the modified situation,' 
for a second rating. Ho allocations will 
be made in such oases until approved by 
three members of the Subcommittee." 
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FOLDED 

She Sxperimental TJse of Hadioactive Materials in Human Subject* at ADC Sstab- 

>.j£-c y~M'^;3£~ 

lishments. 707069 

At the request of Dr. Shields Warren, Director, Division of Biology and Medidnsk 
the Subcommittee on Human Application, Committee on Isotope Distribution respectfully 



submits the following recommendation: 

1. Badioactive materials should be used in experiments involving human subjects 
when information obtained will have diagnostic value, therapeutic significance, or 
will contribute to knowledge on radiation protection. 

2. B&dioactive materials may be used in normal human subjects provided 

a. She subject has full knowledge of the act and has given his consent to 


the procedure. 


b. Animal studies have established the assimilation, distribution, selective 
localisation and excretion of the radioisotope or derivative in question. 

3. Hadioaetive aatsrials may be used in patients suffering from diseased coi- 
ditions of such a nature that there is no reasonable probability of the radioactivity 
employed producing manifest injury provided: 

a. ArHmftl studies have established the assimilation, distribution, selective 
localization and excretion of the radioieotope, or derivative, in question. 
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b. The subject it of sound mind, hat fall Imowlsdgs of tht act and hat 


given his consent to tht procedure. 

c. Toll description of socperimsntal procedures and calculated estimates 
of radiation to he received by body atmctures and organs are submitted. 

4. Inveetications art apprortd (l) by atdieal director or hit equivalent at 
ths installation responsible for the investigation, (2) by the Director, Division of 
Biology and Medicine, and (3) fall written descriptions of experimental procedures 
and calculated estimates of radiation to be received by'body structure and organa 
must be submitted. 

5. Hadioisotopes and radiation doses are to be limited as follows: 

1. Tissue radiation dose at the site of greatest concentration shall-*not 
initially be greater than 0.1 per day. 

2. The effective net half-life which a combination of ths biological and 
physical half-life of radloeotope and/or its derivative.shall not be greater than.) 

3. Administered material limited to those emitting electrons'and"photons. 


20 days. 



WAR DEPARTMENT 
OFFICE OF THE SURGEON GENERAL. 

ARMY EPIDEMIOLOGICAL BOARD 

UNITED STATES ARMY 


Commlssinn on liver uscssb 


April S, 1948 


Dr. Colin !»• MacLeod 
Ken York fnisersity 
College of Uodieinu 
AT! first avenue 
Hew York 1G, H. Y. 



Liesr be, ifacLoodj 


X liavc givou careful consideration in tho past few weeks to the natter • 
of using volunteoru in penal Institutions for oxuor mentation, wifc'u particular 
rui'erenco to hepatitis. Throo weeks ago X hud u conversation with Ur. hurnquist,. 
the Attorney Uonorul of tho utato of Minnuuota, v/itii ruspout to the possibility 
of conducting experimental work on volunteers in the Minnesota penituutiaries. 
ar. l'suruquist was favorably inclinod to tho idou and uuito uptimiutiu about 
its feasibility, hater I had a lengthy discussion witiySverett fraaor (Law School) 
and with - U*. Void of the Uivioion of Criminology of the department of 
•Sociology in the Vnivorsitv. I uskod- them specifically whether a waiver 
sigiiua i»y tho volunteers would ba legal at u later date, insofar as avoidance 
of responnibllity for dinubility or death was concerned. I asked tills 
q.wiation both with respect to a uaivor nude cut to xhu individual experimenter 
as well us to onu assignod to tho official agency sponsoring tho roaoarch, 
that la to any, tho iinw Kpidouiological hoard of tlie i.ur copartroont. 
they did no-- believe tlint such u waiver would bo of much value, although 
tliuj statue that so fur so they Unuw thoro «ut no procedont in lun to 
determine in advance what might happen in case of a suit, l'hey pointed 
out that a alovur attorney at uone lntor nate migtit very well bo able to 
overthrow such u waiver and got a judgment against an oxporimentor in 
case of u disability or evon succeed in having him declared guilty oi 
homicide in caso of a death. 

dr. Vela staxed than Uliorc might bo seme recorded Inn i.euring on this 
whole matter in tnu state of Massachusetts. Uo points out tliat during 
tho >rar ^'oluntoor prisoners were used for tho testing "of synthetic blood 
sarum", and tliat one or more deaths in addition to a number of severe 
illnesses resulted. . He suggests one might got all tho information about 
this from tho Commissioner of Correction of the Htato of Massachusetts, 

Statu House, Boston. Kr. Void also informed me of an interesting point 
that may have no bearing on the present natterj namely, that the brains 
of oriminnls executed in Hew York stato are removed by law or at least 
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by stuto (lurogatlvo, but thut tho body is not available for disseotion 
unless it la unclaimed. While this is probably not germane to the problem 
of using voluntoers for experimentation, Ur. Void thought that it might 
bo of intorost to determine whether thoro is any written law concerning 
this p'orogative and, if so, how it has been established. 

Thoro is, of courso, precedent for tho use of voluntoers for experimental 
purposes, ns for example in Illinois and How Jorsoy. Aocording to my legal 
friends, however, tho responsibility for these experiments would dovolve 
ontirely upon the individual experimenter in oase of a later suit or complaint. 
Tho mere fact that the warden or the state authorities give permission 
to tho experimenter to ask for volunteers in no way removes his responsibility, 
nor does it place any of it on the state. This at least is the interpretation 
that liean Eraser put upon the question, although ho admitted that he know 
of no law by which any real decision aould be reached in. advance. 

I have givun considerable thought to the mattor of whether it would 
he advisable to approach individuals or groupc in Congress with the idea 
of having la7/n passed relating either to payment of compensation for disability 
or release of tho exporlatonter from liability. I am afraid that this 
woulu bo a very dangerous courso, and that it might infact, injure clinical 
investigations generally. There is a very real possibility that unfavorable 
publicity would quickly result. Lsau rraser and his colieaga* were in 
thorough agreement on this point. 

I havo cc noluded thon that any human experimentation must be oarried 
out in the future an in the past, on tho busin of the solo liability of 
tho Individual experimenter. 

I should bo glut*, to hoar from you or from others to whom copies of 
this letter are being sont :ic to uny alternative approaches to tho problem 
that thqy nay have in mind. I think it would bo woll if someone aould 
look in the iJassaohusetto uxporionao as mentioned above. 

with kindest regards. 


Sincerely youru. 


Ctf/vr 

ooj Col. F. Hauer u 
Ur. •?. F. Ilavons 
Ur. J. Neefo 
Dr. J. Stokes 
Ur. J. Paul 


C. J. Watson, K. 0. 


P.3.i I do fool otrongly, howovor, that if tho Aisy 
approves and flnnnooo a specific roooaroh involving 
humn oxporimontation, with tho intention of accepting 
end utilising any practical rooulto thorofren, it 
should bo willing to obligato itoolf to tho protection 
of tho experimenter, at loaot to the extent of 
pure haring a epoaiul insuranno policy for onoh project 
of this typo, covering disability or death.(jjy. this I 
moan one oonparablo to a sslpraotlco policy, protesting 
tits exporimontor against later suit for compensation. 
Obviously, no publicity should bo given to this.) 
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Dr. John Z. Bowers 
Division of Biology and Medicine 
Atonic Energy Commission 
Oak Eidge, Tennessee 

Dear Dr. Bowers: . 

TTe have recently obtained approval from the Isotopes 
Division for human use of ?32 and have agreed to the 
condition that no more than 500 microcuries will be 
administered to any one patient within a period of six 
months. Several questions have come up which I would 
like some help in answering if you have the information 



(1) Have you any advice as to the medical - 
legal aspects of experimental procedures 
in the human involving the use of radio¬ 
active isotopes when they are being used 
simply for investigational purposes and 

not for treatment of disease? I am speaking 
now of dosage levels, for example of p32 f 
100-300 microcuries. 

(2) Have any malpractice suits been instituted 
against individuals or Institutions who have 
used radioactive material simply for Investi¬ 
gation? Do you have any advice regarding 
insurance against such malpractice? If there 
have been suits, what has been the court 
ruling in such instances? 

(3) • Does your isotope group think it advisable 

to have the patient sign permission forms 
for the experimental use so that later medical- 
legal action is obviated? 

I realize I am asking for information in realms where 
practices are not standard or well established- but will 
appreciate very much any aid you can give us so that our 
position here is clear and sound. 


S®*. V.'codruff. 
ZIZ:rt 


V^5p^:ruly yours, 

Everett Idris Evans, r.D. 
Professor of Surgery. 
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April Z7 t 19U3 


STBrstt Idris Evans 
Professor of Snreexy 
Madias! Collage of Virginia 
1200 East Brood Street 
Riohsond 19, Virginia 

Bear Dr. Evans: 

Thant you Tor jour reoent latter requesting 
iafornjtio n regarding isotopes. la tLst of the fact that 
this iaforaatinn is sow readily srmilablt tea the 
Isotope Division at Oak Siiga, I a& taking tha liberty 
of forwarding a copy of your lattar to Dr. Panl ieberaold 
and requesting that ha reply to it directly to yon. 

I hops that you finally got togsthar with 
Dr. Mitchell for he re as abers pleasantly having ast yon 

ie Tn^l grtrf - 


I sill always bo glad to btlp you sith any 
problem that nay arias in tha field, of atodo snorgy. 

Toot* sisoorely. 





John Z. Bcwnrs, 2. D* . 
Ass'h. to Director 
Division of Biology 
and Hadlcin* 
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In Reply Refer To* 
AGCxoaa 


$ 


A- 


t 

Oak Ridge, Tennessee 
Kay 14, 1948 


Dr. Everett I. Evans 
Professor of Surgery 
Msdioal College of Virgin!a 
1200 E. Broad Street 
Bi almond 19, Virginia 


Dear Dr. Brans: 


Hi/e No. AE( 



Co-CCl&c j) 


lour letter of April' 8 "to Dr. Bowers has been referred to se for 

answer. 


The questions posed in your letter are certainly important ones, and 
I recognise the serious disadvantages in proceeding with investigations - 
without knowing your legal position. I regret to say, however, that we 
can he of but very little assistance. Tbu appreciate the fact, I as sure, 
that the answers to these questions would involve legal opinions on asttsrs 
concerning the Activities of the College end its relationships with other 

private parties. Bader these eiretusstaneee we feel that it eould not be 
appropriate for os to furnish legal advice to either party of a private 
business relationship. About all I ean say is that we have not heard of 
any mlpractice suits being instituted in connection with the use of radio¬ 
isotopes for investigational purposes. Also, we understand that aost 
hospitals do require patients to sign general releases before entering for 
treataont. 

If we can be of assistance in regard to probleas concerning your investi¬ 
gations, please feel free to write as we are interested in helping when 
we can. 

Very truly yours. 



141 








SUPPLEMENT NO. I NAVI.941208.088 

September 19*9 

TO CATALOGUE ANO PRICE LIST NO. 3 

July 1949 

31 - 3J-c- 

'n^y ) 

CONTENTS \ 7 

Distribution of Isotopes for Cancer Research 1 

Use of Radioisotopes in Tracer Studies in Human Subject* 2 

Field and Industrial Uses of Long-liTed Radioisotopes ) S •' 


ISOTOPES DIVISION 
U. -S. ATOMIC ENERGY COMMISSION 
OAK RIDGE. TENNESSEE 

ISC, 0»k Rid**, T«nn.-«-23~*0--«, 000-11338* 


142 



Reference: Isotopes Division Catalogue and Prioe List No. 3* July 19it9, 
page 7# "Radioisotopes Free of Produotion Costs for Canoer Research.” 

Cancer resoarch is interpreted to include the following: 

1. Investigation of the basic aspeots of nomal and abnormal 
oellular growth. 

2. Ihe development and evaluation of therapeutic and diagnostic 
procedures for cancer and allied diseases. 

Considerable interest has been expressed concerning the use of Cobalt 60 
as a radiation source in the treatment of cancer. Ihe use of Cobalt 60 
.needles is not considered research by the Subcommittee on Human Applica¬ 
tions unless the needles are of some unusual design, or incorporate some 
unusual feature. . Similarly; if multicurie sources of Cobalt 60 are oon- 
. sidered as. substitutes for’other, high energy gamma or X-ray sources for • 
teletherapy units, the proposed use would he looked upon as cancer re¬ 
search only if the techniques to bo employed departed from those already 
established for the gamma or X-ray sources, or if a considerable program 
is to be undertaken with the unit on the biological effects of radiation. 



T.iE USE OF RADIOISOTOPES IN TRACER STUDIES III 1112*15 SUBJECTS 


Applicants v/ho desire to use radioisotopes in normal adults should sub- 

nit a statement of the results of animal experiments, or adequate 

reference to the literature, oonoeming the following pointsj 

1. itetabolism and distribution of tho radiomaterial in the 
fora administered. 

2. The tissue of highest concentration and the relative concen¬ 
tration therein. 

3. The relative concentrations in the tissue of interest 'and particu¬ 
larly radiosensitive- tissues such as the gonads and henatopoictia 


il. . The biological half-life of the radioisotope in the tissue of 

highest concentration, the .tissue of interest and the particularly 
radiosensitive tissues. 

Bata and Gamma Emitters -with a Biological Half-Life Greater than 20 Days. 

In general, for isotopes with a' biological half-life greater than 20 
days, the dosage in the oritioal tissues should be such as to conform 
to the limitations which v/ill be set by the national Committee on Radiation 
Protection. In special oases, however, the Subcommittee on Human Appli¬ 
cations may permit the use of such radioisotopes in higher dosages. 


In view of recently accumulated information, the Subcommittee on Human 
Aoolications is orepared to consider apolications for use of certain Carbon 















Jit compounds in human subjects. 


be reviewed separately by the Subcommittee on Human Applications. 


II. NORMAL CHILDREN 

In General the,use of radioisotopes in normal children is discouraged. 
However, the Subcommittee on Humnn Applications will consider proposal 
for such use in important researches, provided the problem cannot be 
studied properly by other, methods and provided .the radiation dosage 
level in any tissue is low enough to be. considered harmless. It should 
be noted that in General the amount of radioactive material per.kilogram 
of body weight must be .smaller in children than that required for 
similar studies in the adult. 

III. IIOPJiAL PREGNANCY 

The Subcommittee on Human Applications feels that the use of radioactive 
materials in all normal pregnancies should be strongly disaouraged where 
no therapoutic benefit is to be derived. • 


IV. SPECIAL PATHOLOGICAL CONDITIONS 

It is recognized that there may be instances in v/hich the disease from 
v/hich a patient is suffering permits the administration, for investigative 
purposes, of doses larger than those recommended above for use in normal 
subjects. Applications for such uses of radioisotopes will be given 
special consideration by the Subcommittee on Human Applications, 
providing: 

1. Full responsibility for conduct of the work is assumed by a 
special committee of at least three competent physicians in 
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not neoessarily be the looal Radioisotope Cocunittee, 

2. The subject has given his oonsent to the procedure. 

3. There is no reasonable likelihood of producing manifest injury 
by the .radioisotope to be employed. 
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The primary-problem involved in field and industrial uses of radioisotopes 
is that of safety oontrol and accountability. If a radioisotope is to bo 
used under ether than laboratory conditions, the plan should provide for 
long-term control of the aotivity. The amount of activity involved is an 
important consideration. So also is the type of radiation emitted by the 
radioisotope in question. The likelihood of exposure to radiation of 
persons who could have no knowledge of the pressnae of the radioactive 
material, or of its potential danger, must always be considered. 

.FELD USES 

An application for use of- a.radioisotope in a field study should usually 
be supported by: 

1. A detailed outline of the experiment. 

2. A map of the area, showing topography. 

3- A full description of-the .distribution of the human population 
and the livestock population in and near the experimental areas, 
lu A statement concerning the relationship of the experimental area 
to water-sheds from which domestic water supplies are collected. 

5« A description of the underground strata with reference to likeli¬ 
hood of movement of water and fixation of activity by mineral 
components. 

6. A statement regarding the degree of control which can and will be 
maintained over the experimental area. 

- 5 - 
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;. IIIDUS TRIAL ;USES . 


'••.Industrial applications of radioisotrSpe's '■ra-liTinto-threa-ganQral'-gjroupst^w"-- 
1. Casss in which the activity is mounted in a device used to oontrol 


industrial prooe3ses« 

2* Cases in which the activity is used in a process, but does not ap¬ 
pear in any product sold to the public. 

3. Cases in which the activity would be present in produots sold to 
the public• 

In the first situation the factors to be considered are much the same as are 
pertinent to use of radioisotopes in -laboratories. . If the activity is well 
shielded, otherwise controlled, and under the supervision of trained workers, 
the use would be considered feasible. 


The third case raises the question as to the level of activity whiah might_ 
be permitted in produats sold to the public* The situation is.somewhat dif¬ 
ferent for beta emitters than for gamma emitters'* 

a. Beta ray emitters. 

.Proposals to incorporate beta emitting radioisotopes in products 
offered for sale can be approved if (l).the radioactive substance 
is in insoluble form and incorporated permanently in inert mate¬ 
rial, and (2) the product produces no more radiation than O.J rep 
per week at the surface. 

b. C-cirjia ray emitters. 

Products containing gamma emitters must meet the conditions outlined 
above for beta emitters. In addition, when products are stored in 
warehouses, monitoring must be done to show that the radiation level 
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of Radioisotopes," issued by tko Rational Ccmoittee on Radiation "Pro^ 
teotion. 
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Office Memorandum • united states government 

A. E. Holland, Jr., Doreotor of Heseeroh 
and Medicine 

FROM Paul C. Aebersold, Chief, Isotopos Division 
SUBJECT: _ USE OF EADIOISOXOPES HI HULIAH SUBJECTS 
IRiBIL ■ 


Safer me e is made to communication of August 

Dr. Shields Warren, Director, Division of Biology and Medicine, regard¬ 
ing allocation of radioisotopes to be used in human subjects. It is 
noted that Dr. Warren instructed'that such allocations would be made by 
the Isotopes Division only after review and approval by the Subcommittee 
on Human Applications of the Committee on Isotope Distribution. It should 
be emphasised that the instruction applies even though the radiomaterial 
is produced in the laboratory -where it is to be used. 


DATE: October 5, 1949 


1949, sent to you by 


Since this' procedure has not been uniformly followed in the past, we are- 
writing to acquaint you with the appropriate deteils. Enclosed is a copy . 
of our latest catalog. On pages 30 and 31 are presented the criteria.. • 
gove r ning the distribution of radioisotopes toes these substances are to 
be used in humans.- Enclosed also ere sis copies of Isotopes Division 
Circular D-4, which contains the same statement, and which may prove con¬ 
venient to you in the process of acquainting members of your staff with 
this procedure. 

Obviously applicants for radioisotopes'to’be used in human subjects will 
need to submit more information than has been offered an previous impli¬ 
cations submitted an Form AEC-558. For the convenience of this office 
and.of the Subcommittee on Human Applications, applications should be 
su bmit ted on Form ABC—313. Special attention should be given to the 
information asked for ca pages 30 and 31 of the Catalog and Price List 
Ho 3, July 1949. We shall assume, as dm the past, that instrumentation,’ 
both for measur e m en t and for health physics purposes, is -adecuate at 
Commission .laboratories. It -prill not be necessary to use Part 2 of Form 
AEC—313. The Subcommittee has insisted that a physician be connected 
with all projects in which hi man subjects are used, so as to insure that 
the clinical care of the patients will be provided for. It should be em¬ 
phasized that each application should be accompanied by a formal, written 
.endors eme nt, signed by the Chairman of the local n Isotopes Committee, n the 
reeosaended membership of raich is. outlined ca pages 30 and 31 of the. 

catalog. Too: special attention is called to the Subcommittee 1 s insistence 
that a complete dosage' schedule be submitted with- the application. 


ry: NARA Atlanta Archives 

.yjn: ’ RG 326, 68A1096 

OR Division of Research 

ox No: 33 

older: ISOTOPES PROGRAM 

. 1 General Policy 
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Car Rinse*, iTersessse 


A? P LZCiHOiT FORfAD MTSSZCN -TO THE' - 
MEDICAL* DCVECN HCSH7AL 

\ *Ti« OairRiaje lasstsre-of Ha'ciear SesdSes, ifeeicalDfrissca, has a.jO^ei bcsptsai'ssis as.-a pars.cf.I- 
•res.research caeriides is Oax Ridge. Tic p crpog- of se haaciot is ta seer and deretep ee*r*sebiada afv 
dixpsattzs and s aa e; i.rri en iscy fsndjucsaai'pceaiesss-oe esrsba di«-tsc-c la de-hape-that se astotoacw '' 
, c«aiw;d can-be ased far ic psnedeni rt ea ca ca c of aeie diseases and sc beseirf or-pacsssrsw.The bespisi,. 
▼hies Is sorted by cnuflca physicians and asses, is especially dcsigaed for sc ose of aniaaedrs-. isotopes- 
Seci'ise of the ar.tzre of the racrlides, aaiy csrohx erpes of diseases css be sod i e d and seared. 

Tie appiiciac toeogaizss sc right of. se haspied tn ccsrrsise sc eilghciity of iu per. soar for adsdssiea 
as ireH u esc right :o re rase adsusaica co any applicant. Jfoeee-icr, =e bossieii aseres ae rigsr ta discharge 
sc patient sc sacs aac as ir cetas ad-risaaie.. 

Ito charge is sadc foe hospiai-aaticn and creacriesc £a-die research hospital- Tie bespits.! esdea-rees to 
ptoridc sc.aoie coaples care foe de paceae^ad'tsetsadessfs weHars is dc ptt scar y coaces of the hospital. 
Howercr, esc applicant =s: tstderstsad and apprcciatc-dc fact dae soot of the trea naers is: ■will be esed 
srs oc-«r, xre based- spoa esptttacaes an an basis and sac de degree of probable sesesi. i£ any,. cansee ahrays 
b« stediesrd is adraacs.- lie appilcaac is espettstd ts ftdiy cooperate, at ail circs wad dc.hcspirtLaad-ica- 
iaf£ ’ The applicant heresy gernes oersissicn- foe seeh : operations, and biopsies as aee dessatd accessary and 
ad-rtssbie'err the haspicxi. _ It is agreed that tse.acspdai say —»'■— phacopaons of the appiiosc and hre.er ber 
tteacaess:,- errersdss, epetx bees., etc.,; rrhihh are perfoesed coca de:r*eies=s while in se hasoeai'aaa =se de 
• sane Is. sciistcific pcbibstcctas. At the- tide cc'adcatssiag.'st cc scrota 1 de acpiicsac wtu-bergcg r— i tn siga- 
stscs . far t h er esctzacr*as= seats st as stay, bc-teatxbed'by the Is streets ~ud ac ail dots cosapiy wist the rtsics and 
reg garfms of die aossisd. * • * •.••••' * 



raster ~ Ceanil-a 



151 






































i. • - aste*.=£_of . ,• dc herrfej *jeia ia tbs 

csseutics is the fcregciig ^rxircr.cad r»lo**e for tbs surrose cf 
relocsiar Osh 2.idge Sastitste or Hueleer Studies sad ail ethert ac=d 
chore rsts 1=7 isd *11 cliiss, ictiosc, cad deseids of erery character 
*tatsa«7*r greiriag eat of or ia zsy »±*e iacidsct to th* ccstescicted 
host italicatioc cad trsetaest of said srifo. 
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• IRRADIATION Of HUUA2T SUBJECTS AS A KCTICAL SZPHE BIEOT 
Robert S. Stone, H. D. 

Professor of Radiology, University of California Sohool of Uedicino 
San Francisco 

TIE NEED 

If tin Air Fores, with the Iwlp of Heps, succeeds In getting a nuclear 
pc wared aircraft. It is "very unlikely that it will be possible to shield the 
crew in such a ray that they rill not receive larger than maximum permissible 
exposure to radiation on any ono mission. If another war develops and the 
Amy is called upon-to occupy territory that has previously boon boralod by a 
nuclear powered weapon, tha troops will have to bo exposed to greater titan 
usually-poxmioslble amounts of radiation; and tha sane can be said for tho 
Harry if the men because of necesaity have to oporate a ship that has been 
contaminated. In all of these' instances both those who have to direct the 
f oroea and the men thaaselvea will want to kir-v what the risks are at various 
levels of radiation exposure. It is extremely important that those in command 
can talk intelligently and convincingly from experience gained on human beinm 

During and sines the last war, millions of dollars have been spent by the 
O.S.R.D,, the Manhattan Project and the Ataaio Energy Commission to carry oat 
- experiments with animals aimed at determining the effects of leva la of irradiation, 
uaing single, multiple and chronic exposores. In general, the conclusion has 
been readied that, not only each species of animal differs frost every other in 
their responses, but also various strains within a specie differ. The differences 
ean be found both when studying iethal effecta of large doses and minimal effects 
of small doses. Moreover, it has not been possible to get agreement as to how 

FAIRCHILD SiQIHB ADD AIRPLANE CORFOTAIlOH SQ 4 5 6 

BETA DWISIOH, P. 0. BOX A15, OAK HIKE, TSHH,. 
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r rr qeT*tl>a results obtained an animals to the moults to bo expected 
cm hmans* The Radiologists, through a coosuittee appointed hr tha Radiological 
Society of North America, triad to roach acne conclusions from their clinical 
experienogo. with patients as to what changes night be expected from various 
la-vela of radiation* "The answers given by the rarious doctors to questions 
asking for tha mounts of radiation required to produce specific effects were 
ao divergent that-one cannot use then with axy feeling of confidence* flhile 
aotse physicians are w illin g to aaka -very positive and definite statoiaenta, 
others with equal experience in tlicrapautic radiology are willing to contra¬ 
dict the first group. AH of which means that from previous experience no 
uniform conclusions can bo drawn. 

Tlhan anyone atteapta to tell poopie that it ia perfectly cafe .to do a 
particularly hazardous Job, using aa the basis of tlioir stetamaiit animal 
experiments, it does not have nearly as convincing an effect as the statement 
that previously human beings have gone through similar experiences without 
.deleterious effects. 


THE HAZARDS 

Khan ons epeaka of doing experiments with radiation exposures using 
people,’ it is necessary to consider what type of exposures am contemplated* 
Tilth the ues of ’animals it is frequently customary to start experiments with 
exp osures that will cause the death Of the animal and from thst figure work 
down to the does that will cause thw Minimal datectible changes. The pro¬ 
cedure could not be contemplated in the ease of hman experiments. Having 
learned from ths qualitative effect* that are to be looked for, one 

can start with Minim* doaes-which will be expected to cause no datectible 


FAIH2HHD SHOZNB A1ID AIRl’LAIS COnPOHATIOH 
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•ffeot and work from-these to higher 1 *tb1s whan minimum- affects night ba 


tie toe ted. 


It mist be admitted tliat any amount of irradiation onuses seme genetic 
effects, but witliin the ranges that should be utilised from human expo rinontation 
the number of inersasod genetic changes would bo so scaLl as to be undefcactibie. 

One effect of irradiation which could be detected when no other effects 
were.discernible was the shortening of the life span* However, th.'s can bo 
detected at lew levels only by statistics covering whole groups, not in a oarticu- 
lar ■ individual case* It would therefore be scoewhat theoretical in the ranges 
that should ba utilized in human experiments. Changes in the prrlpharal blood 
would probably bo tlie first changes to be noted within-the low ranges of exposures 
of humans,.but at the low levels of exposure would be slight and transcient* 

Ilenbera of the Hapa Medical Advisory Committee drawing on tiioir own and 
their follow scientists* experiences, felt that with doses' below 153 r there 
would be so small a chance of producing any late effects that such effects as 
the production of leukcsia could bo entirely ruled out* 

A plan of attack could be to first expose some people to 25 roentgens of 
"total body irradiation and observe them for a period of time. Cuch a level of " 
exposure is not too unc canon in the practice of radiology. It has bean used 
2n the treatment of patients with arthritis, generalised ca nc er, polycytli ea.la 
▼ara and leukemia. IT and when it' is found that a- significant number of 
relatively normal pecylo exposed to 25 roentgens have shown ho significant 
changes than tlw experimenters could to to double this dose, namely, 50 
roentgens. The naxt logical step would be to give $0 roentgens and repeat it 
in a wu-kj if nothing happened at this level they could then proceed to expose 
normal people to 100 roentgens and probably to 150 roentgens* Exposure of 

. FAIRCHILD EIQIHS AHD AIHPLAIIE CORPORATIOH 
IIZPA DITlSICXt, P. 0.-BC5C 415,- OAK RIDGE, TEW.* 
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w^nA te^aro^io^nsw and have been givon to himan balnea -who 
wore sink* Fran this eocperlanoo with sick peopla it soerae unlikely that any 
particular person would realize that any damage had been done to him by such 
exposure. 

To be ahl w to tall a group of pilots that normal lusnan beings had been 
voluntarily exposed Tithout untoward effects to larger doses than they would 
receive while carrying rot a particular mission, irould be of inestimable Talus# 

The extremely hazard of undotectible genetic effect, undotoctiblo effect 

pn the life span and possibly slight effect on the blood picture are tiro ex- 
trendy snail hazards that must be -weighed against the value of having actual 
experience with exposure of hixncma. 

PEBCKULlflS 

The use of hzssan beings in medical experiments is not now and the hazards 
involved in any particular experiments have often been much greater tJian those - 
contemplated here. In. fact one might eay that the mass voluntary experiment 
which the American public is now carrying out with the antihiataminics is 
fraught with more uncertainty thai would be these proposed experiments with 
radiation. Ho on* has as caref ully studied animals taking «itihista»lnics over 
a lor? period of tine aa they hare studied animals receiving radiation. With¬ 
out going into ancient history one wight point out that in 1798 Jennar used 
baaan beings to experiment with his vaccination against.smallpox. The experi¬ 
ments of Halter Heed with the pillow fever is another evidence of the uses of 
hxman beings for medical experiments even when the possible result was death. 
During the recent war, prisoners in federal and state prisons were used in 
•everal different t y p e s cf medical experimental notably -those involving the 
testing of drugs fer the treatment of malaria and those involving the use -of 
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ins substitutes. Tha United States Pufalia Health Service was involved 
in experiments conducted on prisoners intthe federal correctional institution 
at Scagy rl .ll * , Texas. Tha H11 no is state prison at StatesTilla was uaod for 
malaria rork in which tha armed forces aero involrcd. In medical schools 
students frequently volunteer to try the effects of dru^s on themselves. 

It is thus obvious that the use of volunteers, whether obtained from 
among prisoners, scientific circlen or army- ;jro»q3S, is not unusual. 


Tim ethics or mm ex?? imgraTATiow 

IJ-jdor’lvy opened hin discussion of "Tho History and Kthica of tho Use 

of Human Subjects in Uedical Experiments"- with the following paragraph! 

"Ethics mosns thinking sincerely about rules for human conduct. Experlmontati ea 
la a highly intellectual form of human activity. Hence, it ia approoriate for 
r.:. experimenters to consider the ethics of their activities." (fedonce, July 2, 
1948,—tal. 10G, page 1.) He goes on to Ghow tJiat the most important reqvLre— 
wont in the ethical use of human beings os subjects in medical experiments is 
that they bo volunteers and further lie states that volunteering exists when a 
person is able to say ye* or no without fear of being punished or of being 
deprived of priveleges due him In the ordinary course of events, and I might 
add, without the "undue pressure" of a promise of soao great reward otlier than 
self satisfaction. 

The House of Delegates of the American Uedical Association laid dcnrn 
three requirements to be satisfied in connection with ethics. First, the 
voluntary consents of the person on whom tho experiment is to be prrforcedj 

CD 

eeeond, tha danger of eaah experiment nust previously bo investigated by 
animal experimentation and third, tho experiment must be performed under 10 
proper medical protection and management. A Ccraslttse appointed by Oovemor 
Dwight II. Green of .Illinois, to consider the dtliics governing the service of 
prisoners aa subjects in medical experiments after 'pointing out that medical 
scientists, medical students, soldiers, sailors and'other volunteers’have on 
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human welfare, enlarsad on these ethical statements In the following 

"1. Consent of the human subject must be obtained. Ill sublets have 
bean volunteers in the aboence of coercion, in an? foi»* Before volunteering, 
the aubjocta have bean informed of the hacords, if any." 

’ "2. The experiment to bo performed must be based on the results of animal 
experimentation and on a knowledge of the natural, history of the diseaae under 
study and mat be so dosigned that the anticipated results Trill justify the 
performance of the experiment. ’ The experiment must be such as to yield results 
unprocurable by otter methods of study which are necessary for the good of 


society.” 

V The .orient must be conducted (.) only by scientifically queliried 
persons and (b) eo as to irold ell unnecessary physical and mantel sufferins end 
injury end (d) only after the results of adequate animal orperimentatlon tore 
eliminated >ny e priori reason to boli.ro thet deeth or dloeblinc injury uill 
o ccur . IT there is any a priori reesm that aouidontel deeth or dLoebllne 
injury nay occur, '«e in euch orperimento ee th»d of Salter Peed in Ulrich tire 
mosquito rrae demonetreted to trunemit jullou fever, than nodical teieutint. 
should sorro or storU hsrve served ms volunteers along uith nonoclantifin 
peroonnol.* (*umO. of thotorlom IW1»1 Association, Fsbruery U, W8» 

Vol. 136 , # 7 / ps€« 457-1 • 

In tte proposed experimentst 

a) Ths subjects.can be volunteers and can be told of the hazards. 

b) The human experiment* can be based on animal experiments. • 

o) Tte anticipated reaolts mill Justify tha performance of the erporinsots. 

d) The results cannot be procured by any other method of study. 


e) 

f) 


» results arn fbr the good of society « a ^ ol «- 

30 IS is ao a priori reason from animal erpciimrrnte end tensn erparl, 

yiHICHILD BN3IHS AND AIRFLAIIB CQRPOnATICW SO 4L ^ 
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PHBGAUTIOtS 


Uhcn tha experiments are dona they must bo conducted by scientifically 
_ q ua liT ied persona* 

Adequate anical axpnrinonta and medical use of radiations on sick people 
ha-re already eliminated any possibility that death' or disabling injury will 
occur os a result of tha proposed experiments. Ifco use of patients (nick peopls) 
has not given aJL of tl» answers desired because tiioy were abnormal to begin 
idth and often roopond abnormally*- 

miY use pnisaiEs 

If one wore to be aatisfiad with the results from radiation exposure that 
night occur witliin tic first few weala or months, ary group cf volunteers would 
•be useful,- but sine a ore wants to knew what will occur years after an exposure 
it trill bo necessary to have a group sudi tliat all o! tlien can be followed for 
a long fciuo. Life priaonoro are tho one group of people that arc likely to 
renain in cue place uiiera tlwy can be observed for a great many years. 

loiathi ,f fmrnniPTipiL attaints 

Io carry out experiments of the type envisaged will require tliat tl» 
cmditions of exposure be.as marly similar to those of noaberu of the aimed 
forces as possible. To meet this condition requires that the body as a whole 
ba exposed rather than-ary part and that the exposure be with a penetrating 
oT radiatlm* Of course the best source of radiation -would bo an atomic 
pile shielded in ace area by the same materials as might be used in an aircraft* 
This would be an extremely difficult procedure and would tie up a nuclear power 
jOairt for a considerable amount of time. The conditions could be moderately 
Simulated by using penetrating x-rsya from a 250 or more kilovolt x-ray 
mchine or by using the gaoma rays from a radiocobalt bomb. In dttnr event 
the source of tho radiation would have to be a t a considerable distance from 

.fAUCHILD EHGIHS AND AIRTLAIS C0RP0TIATIOT SO 4.5 ’6 
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volunteers* 


rtiia requires a relatively strong source, a relatively 
large room and adequate protection around tire roan. This uould be a rattier 
raqjensivB installation and therefore could not be moved around the country to 
difib rant locations* X large prison with. a large relatively fixed population 
wo uld oocn to bo the Ideal place to establich such an InstaUation. 

In'addition to the requirement for irradiation, it will bo ncconsary to 
have good clinical facilities and laboratories to cany out a number of tests 
by a relatively stable group of investigators* 

Tha ccnstancy of tho population, tlw ability to have continuity of ob¬ 
servation, and the economic use of equipment — all point to tho conclusion 
that a prison provides the bast location* 

OTitr.it c iisninHATigs 

It should be borne in mind that for tho purpose of obtaining short-tarn 
results, otlvsr types of volunteers' than prisoners might bo used and valuable 
Irfomati on obtained. Patients with incurable cancer such as tiioso having 
multiple setastasos might volunteer. In order that the* results fron arperi— 
nonts using them could be of any value, only those should be used who could 
b« «spooted to be free from constitutional symptom* from their cancer for 
*av*ral months following their troatnonts* 

' Certain scientists night be willing to volunteer for specifio doees, 
"ibailbere again the likelihood of their being followed with ary consistency of 
' Observation over long periods of tic* is alight* They nova around the country 
so that tha ease clinics}, and laboratory groups could not follorr then. 

4;V, rhare are mrsrous people in the general population who night volunteer 
serricee, but hero again the possibility of consistent controlled cb- 
.•emiion is the big handicap* 

.* ' ' qijg TJ 39 individuals below 21 years of age should not be permitted 

FAIRCHILD EiQIHS AHD AIRFLAHB CORTCRATIO ' 30 4 5 

lEPA DI73SIOK- p* □. Udf 415 j OAK RIME, TBtH. 
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1 because such individual cannot mp 11 T vnl,, --- 

• below the menopause (unless, they have insurable-cancer) probably' ;nt y’ 

used because of psychological factors. 

COICUSIOIIS 

Uost people fear known haxards to life, but when they ca«. caJ UH.-o 02 : 
thliik tlis 7 can calculate the risk and wljen they understand or t:. li*»y 
stand tiie hasard, they are often willing to go ahead. On tho u'.-cr =n 

tl« rink is not oalcualblc and tiio danger is not understood, jjcojIc an store 
likely to bo non tally disturbed at exposing themselves to such c-.udi ti-.-:»s. «ih.*J.n 
a great deal is known new about radiation hazards insofar as wii-.nU urc con¬ 
cerned, rsg know relatively little so far as the normal health; h.-'a. •►•in.® *.c 
concerned, ilc know that radiations can kill people fixxn the c '-ices' at 

Los Alscas, Nagasaki' and Hiroshinai but iro do not know the dote w-\.'inr. to 
kill. <*e "\non tiiat doctors xrixj have received daily exposures o i_ilcr 
normal amounts-iiavc developed cancer of tho skin or leukonia, hut not- 

know.tho doses that they received, "With t'-e increasing use ai jr.n . j uyn 
for diagnostic purposes and of radioactive materials for invert!,- ot : - 
daignostic and therapeutic purposes, we are likely to learn nc- re in li.t €titurn 
about single and repeated exposures to radiation, but the data will 1 .? itinccwrn.tr!. 

The Talue of on* cr two good controlled experiments on ar ! i»-»..i j.n;•«:»»!,*/.• • 
over a period years would be of inestimable value to the adrarce..®..!, of 
knowledge of radiation effects. The ability to say to armed truups -’-« l cirj’..an 
coEBTunities that you know fren experiments on humans what the r-i L:r- 

radiations will be both in regards to short tciaand long tore er.int.t~, 
thus to place thair knowledge of radiation dangers in the same cate.;-:.?-- as tl» 
knowledge of the hazard, of flying over enemy territory, would ba_ of hiostirnHLb 
value. 


SO < 

Fairchild niaifc and airhaoe corpora iiwi 
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MEMORAHDUU FOR THE SECilETAHT OF DEFENSE 24 jg 5(J 

SubJ t Reooffioondatlon that the Armed Services conduct experiments 

on human subjects to dotormina effects cf radioticn ex.xssure 

Rafi (a) Memorandum to Secrstniy of the Navy from Director of 

Medical Serricos of 3 April 1950 

1. The Pnnol on Atonic Knrfp.re of tho Research and Development 
Board has agreed that accurate experimental data on the biological 
effects of known levels of radiation exposure in huasn subjects is 
essential for complete knowledge of the problems involved. 

2. It is believed that the procedures proposed by tho Chairman of 
the Subcommittee of the NEPA Medical Advisoiy Committee ar* sound 
from a research point of view. It is further believed that the pre 
ponal to use long-term prisonorr, with the enfeguarcs cf exposure 
levels and the insurance of a true volunteer status, meats the 
requlremen to of accepted American standards for the use of human 
subjects for research purposes. 


Mtjd.tr »«rrto*T **• . • 


Prepared byt Rear Admiral T» C. Greaves (HC) US? 
Assistant Chief of Bureau for Research & Medical 
Military Specialties, Butted 
Potonac Annex, Bldg. 4» 34 

.Srt. .5110 
18 Apr 1950 
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All-ilEAL GREAVESr 'iTeil", Dr. Dunham has giyen a/vei^^escellentv*^ 
j| inscription of the experimental work and s tudies"'thatrare* being carried 

2 ' s ^j ^ 5 n in many fields* Our problem in the Navy is of course similar to that 

0 fa £ ^ oi everyone else* Our personnel will be liable to injury and liable to 

^ become casualties the same as anyone else, so we are interested in all 

pi ^ ^ ^ [those explorations in the field of hemorrhage and infection and the 

<*> <5 £ a» ^ 

p ^ fa vo oiher things in prevention# In addition to that we do have some problems 

el .2 tl at are peculiar to the Naval service# 

eo « u 

y = * 2 Eoz* example, being a sea-going outfit, we are particularly 

g CS p 

. ’ interested in material damage to the vessels and to contamination that 

might follow the type of explosion that would occur under conditions 
at sea. This subject has been studied and is being studied out at the 
research laboratories at Hunter Point, and they have discovered some 
*■ interesting things# 

For example, they have found that conta mi nation is reduced very 
markedly if the surfaces are wet at the time the contamination occjxrs* 

^ Df the contamination occurs on a wet surface the decontamination can 

I | 'vj "he effected to an extent of about 98 percent# If the contamination 

j occurs at a time while the surfaces are being wet, they are being 

^ flooded with sea water for example, it can be reduced to 99 per cen^. 

“ • If they can work out some system of getting an alarm to start ’’ 

J?,; y ■ flooding the weather decks of the ship and then cut off the flooding 
j '■ ' 3 ^'* S ° TDn, ’fc t> e flooding contaminated water from over the side, and 

| . of that area where there is an amount of good pure water, they 

3££?§ynet aproblem which is very important 


ECr.iL EEKEvTEW '? 


he effected to an extent of about 98 percent# If the contamination 


^SSSLWiOS: 
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Another thing that we are interested in is sore thing that has 
not been mentioned here, or I missed it if it was, and that is ohe 
effects upon personnel in a submarine, for example, if we succeed in 
powering such a submarine with an atomic engine* 

Tie know that personnel that are subjected to radiation, doses of 
radiation, if they are put at rest, their chances for recovery are 
pretty good in many cases, but that condition does not prevail in a 
submarine. They must keep on the job, and there is an element of work 
and fatigue and all of that sort of thing which we all know increases 
the effect of radiation. 

That is aproblem that is more and more coning to be thought of by 
our prople that are interested in this. 

Of course, we are also interested in a way if it is possible, to 
protect individuals against the effects of radiation prior to their 
being exposed to radiation. Dr. Jiruger out in Berkeley and the people 
across the Bay at Hunter* s Point are working on experiments and-projects 
on that line, 

I have brought with me two people who know more about our radiation 
problems and perhaps they might have something to say* 

CAPTAIA' BEHRENS: I have nothing much more to addo We are 
naturally interested in the contamination and decontamination becashe 
of -the increased susceptibility to the effects of an underwater burst 
and as Admiral Greaves pointed out that problem is of considerable 
concern, and also the problems that might be associated with nuclear 
reactors. That brings in the whole matter of calculated risk which 
all of the services are interested in, and it is not only the services 
„but probably the civilians as well# 
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There is no way of telling, in certain localities, at aiy rate, 
whether or not there might not be an under-water burst. In nest places 
it is quite obvious that such a use of an atomic bomb would not be 
profitable, but here and there it might be, and of course theis mig'gi be 
a ground level burst.. 

The net outcome of that would be that you might be faced with the 
necessity of sen din g rescue parties or salvage parties into contaminated 
areas either for purposes of rescue or again for purposes of following 
up in the military venture. So the problem of calculated risk comes 
in, and that is of course an area in which we would like more inform at ion. 
rTe have plenty of information about patients but we don't have too much 
information as to what the effectiveness of je rsonnel are going to be if 
they are esposed to something like in the neighborhood of 100 j£, because 
it is a different proposition when they are working than if they are 
patients, and can lie down and rest aad get good medical attention 
between the times when they get the treatment. 

They are interested in seeing how effective they will he and .how- 
much their morale might suffer and how the remote effects might be 
affected by the amount of work and effort and exposure to various 
aspects of the environment. That orginarily doesn't cause us too much 
concern, that is exposure to heat and exposure to cold and fatigue. 

VFe usually don't think too much of that, but when it is added bo 
radiation, it could make quite a difference. For instance, we have 
lost several sets of e xperimental animals in which they were studying 
the LD-50 because the truck broke down and they were exposed to hot 
weather for a few hours and then the whole outfit died instead of as 
seme reduced percentage of them. 

<5 
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So that is the type of problem I think we are all interested in, 
both civilian and solitary. Tnat is about all that I have to add to 
the discussion. 

CAPTAIN EAlGRT: I think the only thing that 1 could add that 
might have some value would be a question a? anoxia. It has aLready 
been proved definitely that extrene anoxia has aprotsctive effect, and 
the aviators are particularly interested in that. • They would like to 
run that from extrene anoxia to partial anoxia, and see if partial 
anoxia would give some protective effect because the condition of the 
atmosphere in a closed cabin plan can he quite carefully controlled. 

It would he theoretically possible if a modem anoxia was helpful to 
produce that effect within the plane. 

DR. R'AERSK: Have you in mind the figures of Dr. Dowdy 1 s experiments. 
Dr. Dunham? 

DR. DUEEAks His was something like 90 per cent or 95 percent 
nitrogen and 5 par cent carbondioxide, and it was practically total 
anoxia, and the Argonne national Laboratory has followed on with some 
smaller organisms in the same type of work, and I don’t believe they 
have found appreciable effects unless they go tack practically to the 
whole limit. 

I wouldn’t perhaps want to go on record with that statement, but 
I think that is what they have pretty well decided. It has got to be-a. 
really gross anoxia. 

DR. a A RREST ; I would like to ask General Pcwell what he would regard 
as tne pretty critical level as far as oxygen is concerned, and where 
would he start to worry about the ability of the pilots to properly carry 
out their job or the bombardiers to do their work performing it properly. 



GENERAL POi-iZjJL: well, 10,000 feet is the general level at which 
we require them to take oxygen because of the effect on night vision* 

BR. ’jiAHRENj So that any significant amount of anoxia as a means 
of radiation protection at least, you would be afraid of that from the 
operational standpoint? 

GIS<BRALPO»VSLL; That is right. 

CAFTAIN KAIGHT: I have nothing further*. Thank you. 

GENERAL COOfiET: General Bliss was unable to attend this afternoon 
and he sand his regrets. Ididn T t know until fifteen minutes ago that 
I was to substitute for him* 

The Army is doing very little work on ionizing radiation because 
they feel that the field has been so well covered. They are very much 
interested in the thermal burn problem and they are carrying on extensive 
studies along this line. 

' I attended a symposium last week at uRC on this problem and I was 
tremendously impressed with the amount of work that is being done, and 
the amount of information that has been accumulated but I was more 
impressed with the complexity of the problem and the care of thermal 
bums, and I certainly am convinced in my own mind that there just is 
no simple treatment for the problem of thermal bums. 

I thought the one good cheerful note in the whole thing was the 
use of blood substitutes. TTe had a man from Sweden and one from Scot lan d 
and several from England and apparently they are using dextran, and it 
looks, I would say, quite promising along these lines* 

X think the one big problem that we have sad the one becoming more 
acute and the one which I feel we do not have the answer for, is the 
reaction of the soldier to ionizing radiation. I believe it is becoming 
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nore acute because f think that the use of the weapon as a tactical 
weapon has now gone beyond the realm of possibility and into the realm 
of jr obability. 

Ii'ott, we have lots of experimental work oh animals and we have lots 
of cases of whole body radiation treatments, but all of them in patients 
and we have no controls and we don’t have anything that we can put our 
finger on. 

A few years ago I asked- the radiological society of North America 
to give me the answer in this problems How much ionizing radiation can 
a healthy so ld ier take and still perform his duties? They wrote letters 
jro every radiologist in the country and received six replies as to 
patients who had received whole body radiation. Host of this work was 
unsatisfactory because the data was very poor.- I don’t believe we can 
go too much on our Hiros hima and Nagasaki studies because there re so 
many complicating factors. 

Dr. Edward Everett brough out an interesting point in his thermal 
work with dogs, and found out that aslittle 100 5 to a dog with 20 or 30 
per cent body thermalbam is very, very important, and so I think the data 
from Hiroshima and Nagasaki is colored. There were thermal injuries in 
poor states of nutrition. 

Now, at every conference I attend of the military, I am asked by 
the line officer how much radiation can a'^kn take? I tell him whaf.jl 
think, and they they ask me where I get it, and that is where I fall down. 
I tell them that I think men can take 100 2. 

Well, ax a result of this conference in San Francisco, we found that 
one question that was asked was how much ionizing radiation, an acute dose, 
will be required to put ai individual out of work in so far as the s-sy is 
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concerned. The answers varied from 800 R to 2$R f and 300 R by 
Tenplsnen and Cooney, and 25 R by Dr. Fortran, a very outstanding 
radiologist. 

At our meetings we will have one doctor in the service get up 
and say that you can take 100 R, and another doctor in the service get 
up and say, “I know that 25 R will make patients sick." 

So we are very much in a quandfy and we have a responsibility thd> 
is tremendous. If this weapon is used tactically on a corps or on a 
division, and if we have, say, 5,000 troops who have received 100 R radia¬ 
tion, the- Commander is going to want to know from me, “Is it all right 
for me to reassemble these men aid take them into combat?" I don’t know • 
the answer to that question. 

Kow, I can’t see that we can statistically prove it, and I don’t 
believe we can take enough of normal well patients and give- them whole 
body radiation so that we will prove anything to the statisticians, but 
I do feel that if we had 200 patients that we could say, n TTe have }?iven 
these people 25 R, or 50 R> or 100 R, or l5o R, n I would be willing to 
stop there and say you did or did not affect them. 

I think psychologically it would make a lot of difference to the 
soldier if we were able to tell him that, that this is a little different 
than any weapon we have used before, and they realize the machine gun 
and the other type of thing, but they don't realize That this is, and if 
we can assure them that we have something pretty good to put our finger 
on, I don’t believe .that otherwise we are living up to our responsibility. 

. Personally I see no difference in subjecting men to this than I do 
to any other type of experimentation that has ever been carried on. 

Walter Reed killed some people. It was certainly the end result that was 
very wonderful. Shall we wait until we find out and force people and f orce 
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thousands of youna nan perhaps and maybe lose the battle as a result 
of not knowing, and so on? 

*.7e force people to crawl through the infiltration plaits for a 
purpose, and in doing so cany of then are killed and we had some killed 
just last week. I think that we have a very definite purpose in mind 
here, and I personally feel it is our responsibility and we should sake 
an e ffort to try to answer the problem.' 

I feel that we can get volunteers both officer and enlisted to taka 
up to as such as 100 R and 1$0 R, whole body radiation. 

DR. GR3GG: Thank you. General Cooney. I think that I’m right in 
understanding that when you say that the effect on troops, you mean the 
relatively quick, within 2k hours effect, or do you mean the whole spectrum? 

GEEIPJi C00NET: ’ The problem that 1 cited is that we have a large 
concentration of troops, and we have ai overhead burst and we have 10,000 
men who h ave been subjected to, say, from 25 to 150 R, and the Commander 
wants to know are these men going to be fit to go into combat, and shall 
I leave them here, or sh alll send them home. I don’t have that answer 
for him. 

DR. GRSGGs Dr. Powell, do you have anything to add? 

Gil3?J*l POYiSKL; I would like to say that was one of the man things 
that I was interested in, that has been presented by General Cooney. That 
is what we are all faced with, the answer that the line personnel warjt to 
know, and they have now of course enough knowledge of this that they are 
able to talk about it, aid it is the same story when they get the doctors 
together, one has one answer and one another. It is hard for them to 
analyze how we can come up with such wide answers. 
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However, I was not quite aware of the exact nature of this nesting 
and maybe the extent of the things that we should sfcoirinterest in, and 
for fear that I might pass over something that we definitely do have 
interest in, as specific thoughts, I would like to just go over what I 
have drafted up and I think the program has been well covered, and I 
don’t see how any of us can afford to not be interested in every phase 
of it, because we never know -what particular phase we may he caught in. 

Of course, we all have specific interests, but we may all be victims 
of some particular phase that is not primarily ishat ws are thinking about. 
”e cert ainly are aware of all of the fine work that is going on in the 
fundamental biophysics of flash burns. A recent symposium was just held 
here and certainly it is evidence that you have sufficient work certainly 
going forth, and we hope that it ~vri.ll continue. 

There is an additional study in the fundamental mechanisms as to what 
produces the tissue injury aid the tissue response to the effect, and any 
other knowledge fundamental to the problem of protection and treatment. 

Protective devices against thermal injury and radiation are "Important. 
That is the clothing, masks, gloves and so forth for the protection of the 
individual and for further development of precipitators, filters and other 
items of this type. 

A valuation of prophylactic and therapeutic agents for ionizing*, 
radiation injuries by the study of human patients—in other works an 
extension of s tudies now being carried out on patients receiving regular 
therapeutic radiation. 

"iTe are interested in the effects of different combinations of blasts, 
thermal and ionizing radiation injuries, with respect to prognosis, tha 
immediate clinical picture, s egregation and selection of patients for 
selective treatment’. 
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The evaluation of the minimum effective" r.—sures for the initial 
care of mass atomic warfare casualties—this could be followed by 
development of training material or self-help, ordinary first aid and 
the value of extraordinary first aid extended over a matter of hours or 
even cays* 

Individuals we feel must be prepared to do much more and fcr a 
longer period than our present concepts of first aid imply* The differential 
effects of local shielding as a protective measure against ionizing 
radiation is important. 

As to the personal decontamination procedure, simple and r arid 
improved methods are needed, and also needed is a better doctrine for 
the treatment of contaminated in-take skin and contaminated wounds with 
some determination as to whan this treatment is an emergency and when 
radical treatment should be considered. 

There■ is the problem of the disposal of decontaminating materials 
which become contaminated, and the design of treatment facilities for 
the contaminated wounds. Tnat is the problem that we think needs further 
study. 

In the field of developmental items, aid facilities, there is 
continuous simplification of field radiological facilities and r eduction 
in the number of replacement parts* The ones that we have now are 
certainly very prone to g et out of fix very readily, and c ertairly • 
require an awful lot of maintenance. 

Decontamination equipment: Airborne radiological and analytical 
laborstcry. This airborne laboratory should be able to do accurate 
analysis of samples from the nose and desk tops* 

Hater analysis for the identification of the radioactive material. 
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particularly aimed at chemical precipitation of the radioactive matter, 
and that should be one of the functions of such a laboratory. 

There are a few other items that we think are of maybe alittle more 
urgent need or interest, and that is the estimation of the maximum 
medical load with the minimal essential treatment. In other words, an 
estimation of hospital capabilities factors we feel are needed for the 
estimation of the maximum medical load with minimal essential treatment 
that can be rendered to mass casualties of atomic w arfare catastrophy. 

This should be in terms of so many patients per day per so many 
hospital beds per so many hospital staff. Further factors may be 
necessary for the different combinations of the blast, thermal and 
radiation injuries. 

Eelisble human radiation dosage toleraaces. That has beenuell 
covered. 

Components and recommendations of the AEC on film badge dosimeters. 

It must be recognized in the militar^ operation that they are not a3 
simple as desired. 

7Te have b een particularly interested in the proposal, I believe, 
that is from the Poloroid Company, and a new device that we certainly have 
high hopes for due to the simplification and being able to r ead it directly. 

The re-evaluation of the inhalation hazards for air crews in atomic 
warfare operations—although the hazard of the cloud has been studied,'Jay 
the medical services, the confirmations of their finding we believe are 
indicated. 

Technical medical information:. r7e believe that there is still need 
for core technical manuals and more t echnical medical training films and 
slides and-other training aids, particularly for the medical personnel. 



^ • 

I believe probably'sene of that is not particular»y applicable, 
maybe, but I was afraid that I night lose out and I night forget sone 
of the points that might still be of interest and perhaps some of thi 
is covered. 

EH. GRSEj That is helpful, thank you. 

«oir. Dr. ITarren, have you got any concent to cake on any of these 
questions? 

of 

DH. WARREN: There are several/: eal interest. I think perhapsone 
of the central ones is this question of the calculated risk or the 
tolerance of the human. There are anumber of problems that come up in 
relation to a d etermination of this sort. Admiral Greaves has called 
attention to the various problems raised by fatigue, work and so in in 
the same individual. That is of course paralleled by some of the Rochester 
observations on experimental animals that are being worked in a tredmill, 
qs against those that have an opportunity for a rest. 

I would like to go back to one of the remarks made this morning in 
relation to sociology, that sociologists sometimes forget that humans are 
pretty much like animals, in a good many ways. TTe have an enormous amount 
of animal data. That is animal data that we have been trying to accumulate 
and to t abulate over the years. There was the Army project at Hopkins 
that you will recall. General Cooney, that gathered some information. 

There was ai ^fort by the HSPJL project to gather up known information, 
and there is the survey of the radiologists that you mentioned and other 
types of things. 

Tie are engaged presently in an attempt to get together all of the 
animal data for various types of radiation, and review it as carefully 
as possible, and wee -.There the general picture seems to come out. There 
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are two very important things about it, the animal work that we have 
definitely bearing on this problem. One if the fact that .ery fortunately 

the racic-sensitivity of various species of animals tends to fall on 
either side of that of man. v7e have the extraordinarily sensitive guinea 
pig on the one hand, and we have the relatively insensitive rat on the 
other hand. In fact, if we want to go to the best of all, we have the 
cockroaches that lived so nicely on the Japanese vessels at 3 ikini. 

The problem of getting adequate numbers for statistical significance 
is very great. I think General Cooney 1 comment in relation to the 
estimates of the radiologists is extraordinarily pertinent in this regard 
because I don’t suppose that there are half a dozen radiologists in the 
country that have seen an acute death from radiation, and yet every 
radiologist practic ally was ready to stick his neck out and estimate how 
much it would take to kill. 

One of the reasons for the extraordinary complexity and confusion 
that exists is existing in this field because a good many radiologists 
who have not earned a right to an opinion have nonetheless expressed that 
opinion very loudly and very vociferiously. That has helped to confuse 
the issue very, very materially. 

We have learned enough from animals and from the humans at Hiroshima 
and Nagasaki to be quite certain that there are extraordinary variables 
in this picture. There are species variables, genetics variables within 
speciesj variations in condition of the individual within that species. 

I think that it might be almost more dangerous or more misleading 
to give an artificial accuracy to an answer that is of necessity an 
answer that spreads over a broad range in light of these variables—it 
night be worse to give a suedo accuracy thax to state things in terms of 
a range. 
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I think Gei. .ral Ccc /---rc-glc zjrssjj ith me -nau — 

LD-50 for the human as IjOO R, there are certainly some 5 ividuals that 
YiUl die with as little as 200 R, or possibly some with 700 R. 

Now, there we have an enormous spread relatively speaiing to the LD-50. 
Suppose that we have the situation where a group is irradiated and they 
are told that with 50 R nobody will b9 sick and some of then get sick* 
Confidence is gone just as badly as though they had been told no information 
at all* 

I think that we have got to be careful that That we say isnot 
narrowed down overly excessively because we have to talk and our know¬ 
ledge of susceptibility of other types is such that we know that there 
can be enormous variations in susceptibility to digitalis. TTe have seen 
the problems that have come up with the sulfa drugs and so on, and 
radiation is no exception to that point. 

In order to get a satisfactory answer to this problem in humans, 

I don’t see how it is possible to have an answer that means anything, 
over and above what we already have in our animal data and our scattered 
human data, without going to tens of -thousands of individuals. 

I have tried to g et good statistical help on this problem. That 
at once puts in the question of, "Is such a thing practicable?" If we 
were considering t hin gs in the decide Kremlin, undoubtedly it would be 
practicable. I doubt that is is practicable here. 

Another point that I think would be worth while calling to your 
attention, and I would like your judgment onthe question of how far ,"j 
would we be warranted in considering results of primates of significance 
in relation to the human problem, if we had a spectrum running throughout 
the warm-blooded animals up to mac , together with a scattered clinical 
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observation that we have in-waT"oir"ine one hand d the observations in 
Japan on the other, 

Eow closely we could possibly cone to the answer is aproblem, X 
would not be quite honest in saying what I ansa ing if I were not to add 
that perso nally I sm very much opposed to human experimentation when it 
isn*t for the good of the individual concerned and when there is any 
other way of solving the problem, 

I think that General Cooney* s citing of H alter P.eed*s experiments 
are very much to the point. On the other hand, 1 think it needs to be 
remembered that there was no known host that could be used for such . 
experiments, and no way of carrying it out from the standpoint of the 
known bacterial or virule effects. There was no way of fi ll fil l i n g the 
postulates because there was no other w^y or no other animals than men 
to be susceptible. 

Those are some of the things that would like to toss out, 

DR. GEEGGs That is very good. 

GENERAL COONEY: I agree that statistically we will prove nothing, 
but generals are hard people to deal with, and if I tell a general ihat 
"Tour men night get sick with 50 %, n or "They might not get sick until they 
get 150 % y n that ±s a very unsatisfactory answer for him, add ha will not 
accept it» 

I aon*t think that we are interested in pus/fhing this thing to the 

‘•i 

point of finding lethality but I do believe if we had 200 cases whereby • 
we could say that these men did or did not get sick up to 1$Q R, it would 
certainly be a great help to us, 

DR. rsARREN: . I wonder if it would really be a help if it came 
to the final analysis, I think that .-there are two other things that need 




to be thought of in relation to this. One is he accurate are such 
measurements going to be in the field, aid, two, how important are the 
objectives going to be? I can think in terns of tines mien even if 
everybody on a ship was sea-sick, you would still have to keep that 
ship operating. 

AZ&XRSL GREAVES: I am very glad that this question of human 
experimentation has come up in the open so quickly and so frankly. I 
certainly agree with everything that you have siad. Dr. warren, and I 
appreciate the idea of humaa ^experimentation within this country is 
certainly repugnant. 

This has come out before, as you know, and it came up at the National* 
Research and Development Board not so very long ago, and it was threashed 
out there, and it went just about like this discussion is going here. 

Tfe don’t like the idea and we have got alot of data from irradiation 
of patients for various diseases that they give radiation for, but the 
question always comes back to this: Can we unite thosa results to That 
cur problem is? 

TTe have aproblem to answer, the same thing that General Cooney-«says. 

We are going to have it if we have this type of' submarine that we are talking 
about. The Air Force is going to have it if we get that kind of stuff in 
their planes, that is that type of power in their planes. That is that 
type of power, and just where and just what can we tell these people as 
to what is safe and what is not safe. 

Dow, the question that you brought up about the value of using 
primates—well, you mentioned on one side of the human line we have the 
guinea pigs, and the other side we have the rats. TTe don’t know, as far 
as I know we don’t know That the results would be in that event. I sgv. 
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naybe it would be. I think our position in thi :att 
experimentation is the sene as everybody else. V«e don't want to do it 
if we can get out of doing it, but if that is the only way we can get 
the answer, that certainly is going to be more economical in the long 
run to take a few chances now and perhaps not lose a battle or even 
worse than that, and not lose a war. 

DE. WAE3EN: I think that there is a great deal in that, assuming 
that there is the set of conseqi ences that you propose, and also assuming 
that accurate answers can be obtained. I think a lot of this is a matter 
of presentation. 

For example, I am not at all sure that the data obtained from 200 
individuals radiated under known experimental conditions is going to be 
any more accurate than the data on 200,000 individuals that have been 
irradiated under non-experiaental conditions. 

lie have a very major aaount of information, complicated by various 
factors to be sure, but nonetheless with a very large number of individuali 
involved, that help to compensate for some of the variables that come into 
the picture. I would be inclined to take the viewthat we already have a 
considerable amount of human d ata to provide us land—marks for orientation 
with regard to the human. 

By and large what we usu ally do in solving an unknown problem in a 
field such as this is to do a lot of experimentation in animals, to >uild 
,up our quantities, our knowledge there, and then get some cross-checks to 
the human. 

I have believed so far, at least, that it is feasible for us to get 
these cross-checks with existing knowledge and by closing with more and 
more species of vertibrates in on this general picture of the hu man . 
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I think that if we had not been quits so honestly scientific from the 
start, and we had said when the question was raised by officers in the 
line, "Yes, we know definitely that you can take 25 R without anything 
happening, n I an quite sure that that is accurate probably within a 
tenth of one percent, if not accurate within 1/100 of one per cent, but 
we were hesitant perhaps to say it flatfllotedly because we weren't 
absolutely 100 per cent accurate, 

Fe can s ay, I think, with a good deal of certainty that we know 
that 25 R is safe, Fe know that an appreciable proportion of any group 
of individuals will be seriously ill at 200 R, and that some will die at 
200 R, Fe can say with a fair degree of assurance that with 100 R, 
other casualties such as burns will be materially complicated and the 
lethality of minor injuries will arise, and there is a great deal of 
permanent damage that is done to the organism as well as transient 
damage at the 100 R level, 

I wonder if we were to stick to those brackets, if we weren't 
pretty nearly reasonably accurate, and if that isn't as close as we 
ought to come, I remember very well when they first put out PrancS 
75's in the last war, some enthusiastic ordnance officers got down to 
a factor of safety of two. Well, that meant that a fair n umb er of the 
gun burst, and the morale at the artillery training camp. Camp Taylor, 
was pretty dam low for a while on the basis-of that, 

I don't think that you can skirt too closely to your factors of 
safety, and to try to narrow it to say that 75 R willdo this, and lOOg 
will do that. To my mind that is skirting awfully close to your factor of 
safety, even if you had absolute knowledge in the field, 

GENERAL COOIHYj I agree with you thoroughly, Er. Farren, and I 
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oeoole. Bat they say, n »Tho are you wnen 


another nan stai ds up ana 
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the other side?® 

i; 0 w, if we could get a group of prominent radiologists or prominent 
doctors and this is what I have been trying to do for years, .and I have 


been so unsuccessful in doing it, if we could get a group of prominent 
doctors who TOuld say, «Tes, this is it,® and if we could give that to 
the military, we are perfectly satisfied. Up to now we have been unable 


to do so. 

DH« WARREN: I wonder if you could not do that if the doctors who 
knew would be the only ones who talked. It is the doctors iho don’t know 
who co nf use the issues because they want to talk, too* 

GSNSRALCOKET: That is our problem, doctor. 

DH. GEEGG: General Cooney, you have made one suggestion that 
interested me very much. That was the point of getting volunteers. How, 

I am interested in that principally for this reason: ' I think that there 
is eno ugh of the general atmosphere around the AEC affairs that it is 
singularly important- for us to stear svay from hum an experimentation 
because we never could get, or certain things could not be brought out 
in the public trial, which is a control. 

GUtlHAL COQUET: I agree with that thoroughly* 

DR. GREGG: So this question of volunteers interests me* I am*» 
ignorant of a good many examples that you may know of mass volunteering 
on anything* TThat kind of things can you tell ms about that? 

GENERAL COOUST: vTe have never had any trouble in the services in 
getting volunteers from the time of Walter Reed to the present time* Tou 
can always get certain soldiers and officers to volunteer for virus w>rk. 
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as has bec-n acme, for malaria, or for many th- J s. I think if the 
problem is s tated to then honestly, giving them all of the probabilities, 
you go to a port of embarkation of troops getting ready to go over to 
Korea, you would have no trouble whatsoever, 

ILayhe that might not be the point to get it, but it could be very 
easily done there, and 1 am s ure it could be dons in many camps* 

Tou can evaluate this problem and tell them that perhaps it won’t 
be the answer, but it seems to me that we could do it under voluntary 
measurements rather than involuntary measures when the man has the 
uniform on and we have to find out, and this way is a much more democratic 
way of doing it* 

DR. GR3GG; It is* 

GENERAL COONEY: I certainly agree with you. I don’t believe that 
the At omi c Energy Co mmi ssion should enter into it, and I don’t believe 
that they have any problem* I think it is just until the bomb goes off. 
Then the bomb goes off then the problem exists, and it doesn’t exist now 
to the Commission* They are not faced with this problem. 

But we are very definitely faced with it, and if you can get *e 
ten prominent doctors in this country to say just what Dr. TTarren has 
said, so that 1 can give it to the military, and say "T h is is it,” that 
is all that I ask* 

DR. TSEAR9- I would like to think just for a moment as to how you 

•i 

could get this experiment up, assuming that the volunteers could be had. 
Now, the difficulty with observations in the past is that some of them 
have been fatigued, some of them have been burned, and some of them have 
been tired, and some of them have been under-nourished, 

rTould you take your 200 men and have them allat rest, or would you . 
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have seme of then tired or would you have sons <. then Trounced, because 
that is the circumstances under which your men will be. 

GZ-SRAL COONETs No, sir; I wouldn’t consider any -.rounded or any 
burned or any tired. I go thinking merely of a situation where we are 
making an amphibious landing, and there is an air burst and a certain 
number will be wounded and a certain number will be burned and they are 
casualties and they are already out, and a certain amber willb e sick 
from radiation. But there will be a large number who will not be. Then 
the commander is going to say, "Can I use these men and how long can I 
use them?" 

DB. NZA3N: Some of these men will be tired, aid some will be 
exhausted and some willhave lost their lunch going ashore and there will 
be a number of others. 

GSiEBALCOOIiET: That may be before the thing starts, and I am 
thinking of Normandy, and the night before Normandy. 

DOCTOR YEARN: The emotional situation within the men tnuld be there. 

I can’t conceive of those results being of any greater value. 

GE13 HAL COON El- Tou mean than psychological? 

DP— YEARN: If that is so, who is going to give an answer m d stick by i 

GENERAL COONEX: TTe can tellthe commander that we have done this on 
200 healthy individuals and that none of them got sick up to 150 R, and 
that they would be all ready to carry on, and that seemsto me would be 

< i 

something, or we can tell him that they are allsick at 100 R, and he had 
better not take any of his men who have 100 R, they are out. That is very 
significant. If it is 50 R, that is important. I don’t know. 

I quote all of these figures and tell the people, and then another 
officer gets up as it happened at ameeting over here the o her day with 
a large number of line people, sn<J they said that that 1 is absurd, it is 





ridiculous, and they said, "I know tout 25 R will make a nan so sick 
that he caa’t carry on. n Somvhere are we? 

DR DARKEN: That raminds me a good deal. General Cooney, of the 
situation we frequently have in court when two psychiatrists who have no 
idea of whether a nan is sa^e or not, when he made a will, and they are 
being called and are equally positive that he was sane on the one hand aid 
insa&e on the other. 

That is one of the reasons that lay juries have learned not to 
trust medical testimony. I think that you would find with your experiment 
on these 200 men that the same doctor who said that 25 R would make them 
deathly sick, would still be spring it, because I have presented one for 
many years with figures on irradiation of the breast and he paysno 
attention to it, aid he goes on exactly spring the same thing that he 
was saying 10 years ago. 

GENERAL COOilEIs Actually we would stilL have it on paper, and we 
don’t have it now. 

DR. WARREN; Actually we have got the results of an enormous 
experiment. Tie have the experiment involving over 200,000 people in 
the Nagasaki and Hiroshima areas, and I think that those results are 
real. I w as in there, and I s aw the people when they got sick. I know 
that one can gel[ reason ably accurate calculations as to the amount of 
radiation that ihey received, and they can be placed pretty accurately! 
within the buildings. 

Harry Bowman has figured out for us the amount of shielding that 
some of them received. 

I think that we have not made the most of some of the evidence that 
we have available, and I think perhaps we have been a little too tolerant 
of some of the radiologists who are arm-chair experts rather than practical 
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experts In this I ield* 

GENERAL CCWNEY: Sell, I think that is very true, but I think on 
the other hand that there is a tremendous number of complications in 
the data when you evaluate it* 

For instance, you and I know that it requires 350 R to ebelate a 
man with 100 KV, and as our intensity goes up it requires more ancnore. 

I have a TTeapons Effect Handbook which shows me that you get 25 H at 
2,000 yards, aid yet our Japanese data shows that we have patients 

epilated at 2,000 yards. So I am completely confused. I ca*t unaerstand 
how it can happen. You epolate a man at 2,000 yards with energy such 
as ire have from the fission bomb* 

DR. WARREN: There may be some confusion there with the flash burn 
epilations. That is one of the problems. 

GENERAL COOirEY: That is true. 

DR. WARREN: That is one of the problems that has to be weighed and 
brought in. 

GENERAL COONEY: And I think maybe sickness or illness is there, 
but there again we have got to have that. If we can get ten doctors *to 
evaluate that for us, and to come up with an answer, then we fould be 
satisfied. If we don*t get that, it seems to me that we have a respon¬ 
sibility which we do not have the answer for. 

CAPT BEHRENS: IT seems to me that you are talking about experiment^ . 
involving dosages, with an idea of getting a rough approximation to 
operational efficiency or capability, and it seems to me that it is not 
quite in the same category, even, as the experiments that were original, ly 
done by TTalter Reed, which were really involving a serious threat to life. 
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I,'ow, -»hat '.re are proposing here as near as I can tell, does not 
involve any threat to life or any serious threat to health. ‘.That we are 
trying to get at is an idea of a rough approximation to the operational 
efficiency that you could expect and which would so to speak document it 
a little bit -men you present it to the admirals and the generals and the 
captains who have to take their people into battle under such conditions, 
I don’t think with the dosages proposed that there is a great deal 
of danger or any danger at all, and that perhaps that might alter the 
way we feel about it. 

Tie are after a rough approximation of operation of efficiency, and 
what we might expect from morale rather than looking for facts as to how 
we would deal with serious irradiation illness, 

As I understand it, the idea is to s top considerably short of where 
they get serious radiation illness that would threaten the man’s health 
or life very seriously, 

DE. 'StSSSSs I think that I would feel very reluctc 0 w> into 
this in the light of the animal data that exists, to have 100 or 150 R, 
rTe know that it does materially shorten the life of anim als and I 
would expect in the light of all we know that it would do so in the case 
of man. 

Dr. GH3GG: There is one stop in the so-to-speak procedure, or the 
sequence of e vents, vhich I want to ask a question about,and it might*•> 
sound flippant but I don’t intend it so, and that is this: Supposing 
you were to expose 200 men to purely experimental conditions, and give 
them dosages of 50 R. I»et us assume in that 200 there are 75 who at 
least have some complaints, and among them we will say that there are 
25 who have pretty serious disturbance. Are you able to judge Th ether 
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,'icer could or 



ur-e symptoms of the sen are such symptoms as a'luie 
would disregard anyhow because there is a gap there? 

T .nat is your line officer going to override? If you tell him most 
of the men were seasick, I suppose a good number of them were in Normandy, 
too, but they had to fight and they had to callon themselves for efforts 
that were away beyond what you get if you just say "Eow do you feel?" 

Do you follow my line of questioning? 

GENERAL COOlvSX: Yes, sir: I do, but gy thinking is a bit different. 
That I want is this: I have a responsibility to the line officer to tell 
him whether or not these men are going to be able to fight, I tall him 
that he has a division of men, we will say 15,000 men who have received 
up to 100 R. I say "Go ahead and take them, take them intob attle," If 
he gets them into the battle and half of them become ill the next day, I 
have not answered my responsibility or lived up to my responsibility in 
evaluating that hazard for the lineman, 

17e take them into a malarial district and we know the hazard and we 
are able to evaluate that and we know how to take care of it and we can 
advise them, that such, and such apercentage of your men if they take 
atabrine are not going to get it or they will get it, and he knows how to 
prepare his campaign. This way he doesn’t know how to prepare his campaign 
because we cai’t even come close to giving him an answer, 

DH. GREGG: “net you are tellin him is that the men under those ■ 
circumstances will be unable to fight, 

G3IZHAL COONEY: They will be unable to fight, sir, that is what I 
want to know, 

D?.. GREGG: That defines it much more closely. 

Q2ZP-4L COOirEY: That is exactly what I want to tell him, that they 
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will or will not be fble to fight. 

DR. STAKlIAI*: I would like to raise a question, not a medical one, 
but an experimental and statistical one. Could you possibly get the 
information that you want with 200 men? I don’t think you could. I 
think it would be 2,000 would be nearer, and you have got to given them 
different dosages and you have got to replicate the experiment a number 
of t ices. 

If you use the same men for the different dosages, you are piling it on. 
I think that you would have to think in terms of far more than 200 men* 

GENERAL COONEY: I say statistically it is impossible, and it is not 
even thinkable, but isn’t it better to get some idea with a few men than 
having to take a chance on thg others? ITould you send a g roup of men 
into an area in which they would get 1$0 R tomorrow, even if it is svery 
important area? 

DR. STAKvAE: The only thing I am s eying is that i f you are still 
guessing, or your stituation is extrapolating from small numbers to 
larger numbers, and your dxtrapolating from small numbers on to large 
numbers that are going to behave differently presumably than they-^re now, 
all I am s aying is that if we are thinking in terms of experimentation 
then we should have large enough numbers so that the data would really 
he significant* 

ER. GHE3G: I think the answer to the man who says, "You doctor^ all 

disagree,® is to say "Tes, and we will probably until it is necessary to 
try this experiment out on five or six thousand people. That can’t be done. 

There is a chance that if 200 dozen show you somethin, ahigh range 
of reliability, there is a perfect chance that you may be wrong when you 
say, "Yes, they can fight,® and then it would end up on you just the sane. 



because they couldn't. You night be wrong on the wrong side. 

GZYLRA1 r.OOlSY: I '.veil realise that, but it seens to ne ‘.re ought 
to have alittle something. V/e can say, "77eH, all that we have is the 
data on 200 men, and here it is," ana that is sonething, but when I start 
t alkin g about animal experimentation, as one general said to me. 'That are 
we—mice or men?” 

DR. WARREN: I think one of the -things that is very important is that 
we are in part mice, and only in part men. There are a great many attri¬ 
butes of the mouse that we still have, and we can learn a great dealfrom 
what happens to the mouse and carry that on. There wouldn’t be any 
point in any animal experimentation if we accepted that assumption. 

DR. GREGG; You have to admit the point that some of us are rats, tool 

GS.'EEALCOOIEY: Nevertheless, we have a problem, which we do not 
have the answer for, aid if there is no w^r, if this is purely illogical, 
then we would like to have someone tell us. TFe only ask for some backing 
of the medical profession. 

DR. STERN: I would like to follow up Dr. Stakman’s question—hcrir 
great is the difference with rats and mice, and do we need a group of 200 
people divided into three groups of 70 people? How is the spread in 
experimental animals. 

DR. WARREN; In the various species, take mice for example, you 
can get a variation of approximately 200 R on the LD-50 just by a changi 
of diet, or a change in conditions in the animal house. 

DR. STArlLMr: You see my point too is that you are going to try i£hin 
at different exposures, and it wouldn’t befair to take those itio had the 
lower exposure and try them right away on the higher ones. 

DR. STERN: That is why I s aid three groups of 70 each, 
a *7 



D2 S~:JlJClt And you would hope to get then under all of these 
conditions. That is all that I wanted to say, and I an not arguing 
as to whether this hunan experimentation should he done or not. If it 
is done, I should think that it would be dene by the arsed forces, but 
J am simply saying that 1 think that we have got to think in terms of 
far larger numbers than 200, to get data that would be really reliable. 

GENERAL C00KEY: I agree with that, there is no question about that. 

ADIUEAL GREAVESs There is another question that Dr. TTarren has just 
touched on, that I think probably would be of interest. You mentioned the 
fact that from the animal experimentation that is available, you would 
hate to submit yourself to 150 R, because in the animals it isknewn 
that life is shortened, 77ell, the -type experimentation that has been 
discussed so far is pointed toward immediate results aid the type of 
people who would be subjected to that experimental work would he psopi 
you would have to control over a relatively short time. You would lose 
control. 

But when this subject was broached first by NEPA they proposed doing 
the to rk on long-term prisoners, people who would be under the control of 
observers for a sufficient period of time so that the kind of results 
that you mentioned would he available, 

"Kell, that type of experimental work is a little difficult for the 
aimed forces to engage in, 

DR. GREGS: Is this civilian prisoners, you mean? Ad. Greaves: Yes, 

DR. GREGG* Doesn , t that fall in the category of cruel and unusual 
punishment? 

AHEIRAL GREAVES: Not if they would carry out the work as they 
proposed at the time they_proposed JLt. It tc uld he on an absolutely 





volunteer basis, and tinder every safety precaution that could be built 
up around it. I don’t think so, and it didn't strike me as being cruel 
and ur.sual. 

DR. V.'AHRSJ: It is not very long since we got through trying 
Germans for doing exactly that thing. 

ctttpm. GREAVESr That wasn't voluntary -when they did it, they made 
them do it. I think that there are a lot of prisoners and I am given 
to understand that there are plenty of people in our prisons who will 
volunteer for that kind of work. 

DR. WARESN: Always for a quid pro quo. 

DR. VUSBg Prisoners were used during the war, as^-ou know, for 
plasma and blood substitutes, on a volunteer basis, and some in the 
J£assachusetts|pri^son, and all of them expected to be released immediately, 
grid asked to have their cases put before the parole boards right off. It 
wasnot that they had any promises and indeed it was made clear that 
there were no promises, but as a result of that they expected to be 
released. 

DR. ST AKI1&N ; Mr. Chairman, may I ask another question. lYhat are 
you going to do when you are asked for a categorical answer to a question 
to which there is no honest categorical answer? Are you going to be dis¬ 
honest? 

I mean, after all,, all of xa us would have to give these values 
in terms of ranges. Tou couldn't' give" any'absolutely flat figure. This 
isn't the elasticity of steel at a given temperature, with agiven force 
applied to it, and that sort of thing, Tou are dealing with a heterogen¬ 
eous biological population, and I don't think that you are wwer going to 
get an answer. 
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You here always got to have a range, do you not* I would just like to 
raise the question as to whether the range isn’t sufficiently well 
known now so that these people who are in difficulty can. do nothing but 
be scientifically hones and say, "Here is the range,” and here are some 
of the factors that affect that range, and there just isn't any precise 
answer to that. 

I just can’t see how that can be done* I mean dealing with any 
biological object, you have got hetergenity and you have degrees of 
probability as a result of large numbers and frequent replication. I 
don’t see quite how you can get it better than that. 

You would have to have large numbers to get it more precisely and 
a large number of conditions, and a good deal of replications because 
there is always that in all of this type of material, and there are a 
lot of imponderables. 

G3K2HAL GOOliEY: Suppose that there is no answer to the problem, 
and could we g et a group of men to agree with us on that? 

DR. STAKLAN: It seems to me that that is about the best that you 
dan do. . 

AD.’UnAl GREAVES: The way it is now, we don’t know for sure whether 

we know why we don’t have the answer. 

DR. STAZLAri: That is right. 

AHIZrJJj GREAVESs It may be that after this work is done, to 
wouldn’t have the answer but we would know fay we did not have the answer. 

DR. STAJZ-L&li: That xs right. 

DR. GRSG3: I would like to explore one other thing that General 
Cooney said, that involves something that you also referred to. Dr. Warren. 

I know that my own personaljfirst move in a thing like this would be 


to go out and look in pretty carefully the experience and general 
reasoning capacity of the doctors giving such extremely different 
answers. I wouldn’t be satisfied without finding out whether these 
doctors that gave extreme answers on the other side, gave me the general 
impression of being reliable people or not. Or whether the persons who 
for a lot of different reasons I began to have some confidence in, cane 
somewhere near to an agreed figure. 

I see your point and I have the same sort of thing sometimes with 
my own hoard, and they say, "You doctors don*t agree so I guess there 
is nothing in it at all," but I can get abetter concurrence of opinion, 
we will say, on a case of cardiac failure from five really good men who 
are cardiologists whom I know are good cardiologists, and I will expect 
a larger measure of concurrence there than I will if X send out a hurry 
call for people who call themselves cardiologists and then take down their 
opinion. 

DR. STMl'Jdh To put it in legal terms, you want to know something 
about the* credibility and reliability of your witnesses? : 

DR. GREGS: Yes, and I think the width of their statements would be 
narrowed substantially as soon as you sorted them out. Now, that is only 
my first plus reaction to it. Does that make any sense to it? ' 

DR. fiARREN: It makes very real sense. 

DR. GREGG: where do you think that their answers would lie? 

DR. ViArJSHi I think that it would lie quite closely in the group 
that have had real experience in this field, and I think General Cooney 
snn I for example see very closely eye to eys, and X think that the views 
that Dr. Hemmelmaa has, and that Colonel Decoursey has, they are very 
closely paralleled to ours. 
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Zr.d I think that these who have had first-hand experience, that 
have seen autopsies on cases, that have cared for ill patients,are 
in pretty general agreement. 

It is the ones who have had to deal with the nebulous psychological 
factors of when a patient is going dorm to the x-ray room for treatment 
and starts to vomit. 

I remember very vividly the question of radiation sickness came 
up in our own hospital some time ago and we suddenly began to get a lot 
of grief when we hadn't been getting any with dosages which were pretty 
standard dosages* In looking into it a little more caref ully , we found 
that all of the patients who got sick cam9 from one floor of the hospital 
and inquiring a little bit we found that the head nurse on that floor, 
a very sympathetic and well-meaiing gal, had somewhere gotten the idea 
that the use of carbohydrate would prevent sickness and she was going 
around to these patients before they went to x-ray, and sying, n Kow deary, 
you are going to have an awfully bad time down there, and you are going 
to he very sick aid here is some nice Caro syrup, and if you drink 
glass of this and get x-rayed, you won’t be sick at all* 8 

TTell, they went there psychologically prepared, with an up-set GI 
tract, and it isn’t any wonder that they were sick when it happened. 

GSK2EAJ* COOIiiSX: .1 think the whole thing sums up to this, that wq^ 
in the military are your public servants and if American medicine fails, 
are we properly discharging our responsibilities. Thfct is all we wish to 
know, and if some group, some prominent group would tell us, if you have 
done all that you can on that, then we are certainly very willing to accept it. 
DR. SIAiL’IAtf: Hay I raise_this questions I think that this is awfully 
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important. Hr. Chairman, iffcicy respects, but is this correct? That 
abort ins best you can do after everything that has been said here, ina 
situation like this, is not to get a categorical answer to a question 
that cannot be answered categorically, but to get a concensus of the 
most competent people with respect to the range and then that is the 
best that can be done, unless you want to go into large-scale experimen¬ 
tation. 

DR. GREGG: Yes, tnau is right. I would like to ask our friends 
from the aimed forces, whether for lack of something better as a basis, 
it would be in their opinion worthwhile for us to try and get a commission^ 
opinion of this kind, so that they willnot be subject to random comments 
on the part of various radiologists here and there, that add up to the 
simple statment, n 0h, but that is ridiculous." 

I don’t think it is reasonable or fair for you to be exposed to that 
and of gunfire from all over the landscape, and X don’t see why we 
couldn’t take measures to get an ad hoc commission for ihis and give us 
an opinion. 

GENERAL C00M3T; That would be a great help. Dr. Gregg. 

DR. GREGG: I would be furthermore inclined to think that, we would 
take that and if it added any guilt edge for us to transmit it to you 
as an ad hoc commission that we had appointed for that purpose, and if 
we could do that so much the better. 

As you can see, most of us are awfully leary about givirf*enthusiastic 
approval to a mass-scale experiment which as Dr. T7=rren has stated, he 
feels there is relatively great difficulty except in bracketting to give 
a categorical answer of the exact number available. From what I know of 
thiw world, I would be extremely dubious if it all came out at exactly 
7U R. Human beings being what they are, they aren’t that way with atabrine 



196 




or any skin lotion that I used when I was working in the outpatient 
department in dermatology and so on. 

So I would think that you would have to get so=9 kind of an 
exoression of the best available opinion, and if it would be of help 
I think we ought to consider it very carefully. 

GENERAL COONETi* I think that that is wonderful, that is what ire 
have been trying to do for a long time, and we have been unable to do so. 
It would be very much appreciated. Dr. Gregg. 

DR. GREGG: Well, now, I think with -that we ought probably in the 
light of the tine limitation, to go on to the next item, and before that 
I simply would like to say that we are very glad to have Dr. Ss^th add 
Dr. Glenn an with us and I am going to reverse the order of ihe next two 
items zid let us take No. £ before we take N. It, and No. $ is the general 
status of radiation instruments brnach and Fort Totten activites. 


vor;;r.?/r: s* Energy 
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selection of the next number on the program. Dr. barren thought that you 
night be interested in some of the general impress ions that I had of the 
present state of medicine in Europe, and I an going to go fairly fast aid 
I will guarantee to be through at 5 o 1 clock. 

First of all, as the b ase line for these comments, I would say that I lived 
in Europe from 1921; to 1931* visiting all of the countries except Turkey, I 
think, and including Russia and Iceland, at least once and a number of them 
a great many times. Then I went abroad about once every two years until the 
war, and I have been over four times since the war. 

I think the first generality that is valid about medical education and 
studies in biology in Europe is a generality that you can make about Europe 
itself, and I got it in a curious way. - A friend of mine used to turn up in 
the Paris Office and say, "well, hew are things in Europe? n 

17ell, I learned through that question that the United States is probably 
the largest single homogeneous area'in the world, both in space and in time. 

And there has never been such an extraordinary homogenetite because that 
question meant that they had come from a country where somebody who lifred in 
Ohio could answer for what was going on in Minnesota, roughly sped: ing. 

But you can't do that in Europe at all# If somebody said, "How are things 

in Norway?" there is an answer to that, but it isn’t valid to cover Italy also# 

It varies tremendously. The variety and tradition aid the variety in the‘, 

M ' 

language and the variety in economic position—there is variety also in history. 

I think one of the strong impressions that I have gotten out of Europe 
and it is Just as clear now, is •that they are tremendously more controlled by 
and influenced by their traditions than we are in this country^we don’t have 
any very strong historical perspective in going 
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to one of our Southwestern states and asking why a r.-idicoi school had the 
position it had, and the answer given perfectly honestly was, “well, we have 
been here for twenty years." *»7ell, they are going to he there for another 
one thousand years, but already the twenty years seemed to them to be a very 
old story. And that is in sharp contrast with Europe. 

Another thing that impresses you, and it is in line with the tradition, 
is that Europe still shows and it shows in higher education, a pretty strong 
feudal tradition. It is the people that matter that get to the university, 

and that the people that get to the university ordinarily end up making some 
considerable difference. 

That is also shown by the fact that the people that get to the university 
in a European state in the main are far smaller proportions of the population' 
than is true in this country. In the mid 30*s, six times as many Americans 
got AEs and BAs as in England, relative to the population. That means that if 
we take a selected sixth out of our ABs and BSs, they would make a reasonable 
comparison with the graduates in Britain. 

Education h§ snipper class thing also because the ruling people in govern¬ 
ment have usually been to the university and the governments don't have to do 
flip-flops and handsprings in order to get the attention of the government. 

It is a pretty steady continuing understanding- among gentlemen that the 
university will have a certain measure of support. 

Now, I have got to qualify that later, but that wil l come. State support 


is a pretty fixed affair. The result of that is rather interesting, and I 
think has some moral value for us, and that is that the Europeans take the 
size of the budget as a pretty nearly fixed affair. They then spend their 
attention saying what is the best thing we can do inside this amount’ of money, 
and we in this country are a little bit inclined to say, ,r i7ell, of course the 
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budget is there, but maybe we can get an increase sc -.shy not do s one thing 
additionel? B 

17e con*t put quite as ouch attention on the quality of what we are doing, 
because if we want to do something that has a big popular appeal, we wi. 11 go 
out and get one of these foundations or the government to pay the bill for us. 

The Europeans are very much concerned with what the mathematicians would 
call an elegant utilization of their tine, more so than we are in this country, 

• and you are struck by that continually. 

Now, in that semi-feudal regard for the intellectual that shows itself 
in a thousand ways. It shows more particularly in this way than any other, 
that a brilliant assistant is likely to be given not less work or let alone 
because he is getting along fine and getting n A T s n , but he is likely to be 
given more v.-ork because he is brilliant and b ecause his professor wants to 
found out the top limit of his capacity and ability, and his professor in 
Europe is not in the least inclined to give much of his time to the boyd 
that are getting "B 1 s n and n B* s n „ That is not, thank God, that professor*s job. 

The professor* s problem is to add to knowledge and surround himself with 
an extremely able group of young assistants, and from thereon out he can set 
his course. But any moral responsibility to a class of, I aon*t care what 
si^e, a class of s tuaents, is simply not in the European philosophy* 

There is great attention paid to individuality and to originality, perhaps 
Eore than with us, and more leeway is given. British students that we had’over 
here in the w ar, during the w ar-tims, it is not f air to s ay that they complained, 
hut they cert a i nly were acutely conscious of the fact that they were told what 
to do next in the medical schools for four years, and were given e xtreneiy 
little leeway to do their own work in iheir own pace end in their own way. 

Now, there is a lack in Europe that is pretty conspicuous, and that is 
the lack of team-work. It is partly related to th±s_ passionate interest in 
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originality, tut I get that lack of tear..ork both because I see it over there 
and because the uniform criticism that vre g et from foreigners whon we see or 
whom/ we bring over to this country on fellowship?—the uniform: point of astcnish- 
r.ent for then is hew well the Americans work together in scientific teamwork. 

That siloes, that lack of teamwork shows because aprofessor of physiology 
feels perfectly infurriated if he has to share the sane instrumentation with a 
professor of pharmacology. You don’t do that in Surope. You have your own 
machine in your own place, and sharing the facilities, I an unhappy to say, 
including library facilities, is certainly less known and in spots you could 


say and s till b e right, that it is unknown. 

TTe have sent lots and lots of shipments of hooks and I am just sorry to 
remember how many tines when I have asked where the books were, to find that 
they were stored in’ the university library and nobody had ever gotten at them, 
because the ^urojssan concept of a librarian is a man who guards books, and he 
does not make them available. He guards them,' aid he does a damn good job of it. 

Now, there is a'mixed comment and I bring it under the term of lib 2 sries* 

One of the reasons why the Europeans feel so acutely the losses of the war in 
the point of medical literature and biological literature is that they are 
accustomed to reading more languages than we are over here, aid far more. I 
have been to plenty of professors’ houses in Scandinavian countries where the 
four walls of his study, each wall was devoted to a different lai guage, and 
you see that he means that he has his own library, Shere is a price tag *•» 
attached to thi • 

You can’t learn languages competently without a certain investment of 

time and the pressure on the smaller countries is great. There is pressure on 

the Dutch and the Danes and the Norwegians and the Swedes and the Finns and ' 

_ ~ - 

the Belgians to caster at least one other language *>■~ v 
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master it, not to say two more that you hava at leasV"u;:e aonliity to read in it. 


It is’ a v ery impressive thing. 

It is also impressive to drift into a child guidance center in Holland, 


and there are many of them, and out of courtesy to me they held the whole 
evening in English, and there were about fourteen participants, and they all 
talked English perfectly easily. I will admit my standards are a little bit 
catholic and liberal on that, but I could understand them. 

• I don’t know of any psycho-sematic clinic in the US where for the comfort 
of the visitor the whole stage would be in either Italian or French. 

That is why they feel the loss of bools so acutely because they have been 
using other languages much more widely than we do* 

I can*t help saying in this point of language that there is one great 
secret that you could allu se if you go abroad. That is to learn to speak 
English slowly and distinctly because everyone who has a university education 
can understand you perfectly easily. The charming thing is because they under¬ 
stand, they think that you are damned intelligent, which they didn’t think before. 

Another item that is perfectly overwhelming at the present time is the poverty 
You realize that the French for example have gone through an inflation since 
^hethe beginning of the First '"orld TTar which is of the order of one to 200, 

17e haven’t got any article in the US that cost one dollar in 1£2>, and that 
now costs §200, and when we do have something like that, or if we do have it, 
the by-effects, the side effects and the direct effects of that just sprea$ 
all over the map. 

It is the cleaning out of the older people, and I feel like telegraphing 
if there is a group that can do anything about it, that the most important 
thing in the field of government it is to stop inflation, because the misery 


of the older people in Europe because of inflation 




ang that 


can’t be overdrawn. 
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Ths-t inflation shows in a thing which night interest you. In countries 
where there has been inflation, I would ask what the professor’s salary was, • 
the full-tine professor, and if they said 8,000, I really wouldn’t know whether 
it was 8,000 a month or 8,000 a year,' and furthermore I didn’t have any idea 
what that bought. So I devised this system.' I asked 20 people how much it 
costs for a young nan to attend medical school for one year, that is the 
tuition, which is usu ally nothing at all, but the books, the clothing and 
food and housing, and take that total sum which in American would probably be 
around $l£00 in a good many schools, and divide that into the professor’s 
salary, which might he 6,000, and then you get a quotient of four, and your 
quotients are good in all countries, and where the quotient is less than 3 . 5 , 
as it is in many countries in Europe at the present time, then things are 
going to pieces and they are going to pieces fast because there is no competition 
for professorial positions. 

TThere they are four and better, four to seven, it is regular, and it is 
fairly good, and seven and upwards is excellent, aid there are not many places 
where it is excellent. 

This poverty is a peculiar kind of poverty and it hits scientists harder 
than other people, because so much of the material and instruments, both 
consumable supplies and instruments in jgurope now must be bought in dollars, 
and dollars are no longer money, they are the money plus the privilege to buy, 
because it is so damned hard to get dollars, and the same thing goes for South 
America. 

In other words, you can’t get dollars. The given exchange rate in the 


Argentine is a rate at which Americans can buy pesos at the banks, but the 
Argentines can’t buy dollars at that rate and they can’t get them at all. So 


the possession of dollars to purchase scientific aa^j 


jih—aoney and 
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the'privilege to even make a bid or even to be in the market. 

I asked this last tine in France and .in Switzerland whether there -.ras 
any work going on in isotopes* There is, they are getting their isotopes 
from Harwell, both cheaper and quicker than they get them from here, aid I 
sirmly pass that along as a minor item* 

the Index Medicos. I 

They are awfully unhappy at ehe discontinuation of ±xz±xx£ms±x5ccf2x 
had several cases of distress on that. That Index Medico is one of the ccnsiderale 


contributions that this country has made tp the whole field of medical 


scholarship* 

How, there is another thing that is very impressive in Europe at the 


present time. You ask practically any professor in practically any country 
what is the main difficulty now, and he will say ; the number of s tudents. They 
are overwhelmed with students* In Paris that has accommodations in its 
physiological laboratory for 80 students at a time, there are 1800 students* 
And -the competition for internship is as bas'^as that would indicate. 

But the tradition is so strong that any student finishing the secondary 
school can get into the university, that they will take them in and "break them 
in the medical schools rather than go in for any kind of selection* And that, 
curiously enough, hitches up with the deep, under-ground upper class ruling 
class feudal tradition of the university being an upper class affair, aid • 
since it is upper class there is always certain to be a perfectly enormous 
burst of criticism if they didn’t aLlow -{he university to be open* 

They say that is where 'they are completely democratic and they are not 
going to have the university limited, and the real fact is that they ■rouldn’t 
be half as tender on that subject xf the university weren’t already a 
definitely upper class institution* 

They are just as passionately concerned that i t• n eeen ■ - i - e -^e H 
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classes as anything can be, v.hen they really knew it'isn’t. Biit it must be 
kept open, so they keep these things, all of the universities are open to 
students. 

Now, there is only one exception to it and it is a very interesting and 
curious exception. The Germans have shut down on their admissions to medical 
schools. They have shut down almost exclusively for the simple reason that 
the population in ITestem Germany now contains 12,000 trained German doctors 
who have come from the Russian occupied Germany, who have slipped over by 
night and they haven't got a thing that they can do, and they don't see why 
they should make any more doctors when they have 12,000 doctors. 

The Germans have done one rather interesting thing on that limitation. 

At Frankfort, for example, it is a limitation of one out of s even applicants. 
That is seven times as many applicants as they would take. They have put a 
couple of s tudents on the admissions committee, and that is symptomatic of 
a very curious situ^ion. 

The discrepancy between different age groups, decade by decade, in 

Germany now, is one of such tension and such magnitude that they don T t dare 
shut students out of t he medical s chools without having some contemporary 
opinion to help them out, because you see the whole German machinery has been 
in the 30's raked out of the anti-Nazi's, and then since'the war it has been 
raked this way to rake out all of-the Nazi's, and the rssidium is earned little, 
and there is a grave amount of tension. That is related to this numerous state 
of the classes in the German 'medical schools. 

Another correlary of the relationship of the large number of students is 
this: It is -hie ratio of teachers to students, and when some of them have said, 
“Tes, our greatest trouble is the number of students,” I have just said, “Just 
a minute, you mean the ratio of the teaching force to the students? 8 And they 
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say “Yes, there are too r.eny studants. n And I say, "How a bout having sera 
r .ore teachers?" And they say, "Tt'ell, that is against the regulations." 

And there your tradition cosies in with both feet. They can’t think of shifting 
traditions# 

That is,a traditional set-piece and they have a certain number, and if 
the students increase, it is too bad for the students, and it doesn’t have 
anything to do with the regulations* 

Again, they simply to n’t believe the student ratios that I told them we 
had. In Rochester it happens to be two teachers for every student, taking the 
sum total of all of the teachers at the Rochester liedical School* It is two 
teachers, per student. 

Well, it is more like one teacher per 80 students in Paris at the present 
time, and they are incredulous to put it mildly about our situation. That 
again is related to a very narked difference that there is and has been for a 
long time in Europe, namely that the European student has to p ay more attention 
to the art of passing an examination than any of our students have to pay 
because there are two few teachers to know the quality of the students. You 
have got to have an examination, and, ergo, the examination becomes extremely 
important because it is almost the only performance the student has to show 
the quality of its work. 

Row, just two more points. You can often get an idea of a country by what 
they find extraordinary, or extraordinarily useful or singular as a characteristic 
or valuable in the US. The Europeans in my experience have been impressed by 
these fields in the US at the present time—the fact that in the training of 
our surgeons we are slanting more and more to a physiological training. ' 
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progress r.:-.ie in America in endochronology and internal secretions, although 
I am rather surprised that I have had no’.vhere near as many requests for 
information this last September and part of August, and X had nowhere near as 
many .requests on the ACTH as I expected there would be* That has not apparently 
burst on the horizon aa yet there* 

Now, the two things that they mention the nost in terms of the generality 
of scientific work as I said were teamwork, and this perfectly remarkable thing 
that you Americans have, namely the equality between the teacher and the 
student or between the assistant and the teacher and the professor* They stick 
around pretty much in the atmosphere there still, and the professor does a good 
deal more authoritative influence than he does here* 

Now, there: is one other thing and then I will he almost within my limit, 
and that is the manpower losses in jS urope which wouldbe bery hard to e xaggerate. 
They are of two orders. One is the manpower lews that took place in 1911j and 
1918 ,. which is showing itself in the group over $0 in Europe, and they are 
simply minus an enormous number of persons* 

Take a fellow like Henry Loshay, the French physiologist, on a saup j, »r»g 
basis. I said to him, "TThat is your experience ? 8 And he s aid quite simply, 
n I graduated from the University of Grenob in 1906, add there were seven of us 
that graduated with honors, and I was the only one that survived the first 
**orld Uar/ 1 . 

Noir, it is extremely hard to improve the importance of something that 
isn*t there, because it is hard to prove its absence first of all. It isn't there. 
3ut it is a tremendous less. On topd of that, the French?suffered a very heavy 
loss during 19h3 «hen the Germans took out 280,000 Frenchmen that were ^>^3 
their living particularly in occupied France, and put them in prison carnos and 
only 28,000 have ever 
a forbiddaole thing. 

- 10 - 



207 



The head of higher education there, a fellow named Pierre Shaei, I asked 
to confirm that story, and he said «Tes, that is substantially true, but you 
have left out one thing. If the Germans had cade that list in 19id or 19lj0 


and had gotten all of the young French who about that tine slipped under¬ 
ground," in other words, ±£ they had had the full choice early in the war 
and had taken 280,030 and then these rare his words, and he was speaking English, 
"I would not expect France to get to her knees for the next seventy-five years." 

lou can see the meaning of that. Their potential families are gone, and 
the iradi/tion of hard work and honesty is gone, and that is the last thing. 

It is a somber thought to close on, but in the occupied countries for nearly 
five years the smart thing for young people to do was to cheat the government 
because the government was the government of a stranger, of a foreigner. And 
all you can say rather bitterly is that all'of the young people learned to be 


c ooked and now that the government has become their own government they don’t 
yet know the difference and there is a very substantial loss in general public 
morality and in the absence of the leaders who were removed it is a very 
difficult situation. 

Scientifically I think it is a very spotty picture. The countries that 
are something like what they used to be are Sweden, Switzerland, and to a 
certain extent Britain, with qualifications in Britain that you know as well 
as I do, namely the. food difficulty and the shortages all along the line. 
There are spotty men of brilliance living under great handicaps scattered all) 
over the rest of Europe. 

The financial situation and the political situation- and the profound 
uncertainty as to what In the hell is going to happen next^sits _like a cloud 
over everybody, and a girl in our office told me in a very intelligent way, 
a fine girl, $1 years old, so she wasn’t a stripling she 
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said, "Dr. Gregg, If there ccizes another occupstieis, I 6 o out 01 ■wis window. 
That is one thing that I don’t have tvro of.” 

And that is very much the atmosphere. It is one in which vre not only 
lead the world in terns of our opportunity, but there are hardly any o ther 
entries at the moment, excepting in individual brilliance which is-having 
a darned hard time because of the limitations all along the line, 

DH.3R0KE: How do you account for the fact, Allen, that England, despite 
the difficulty it has been laboring under and is still laboring under, is 
still doing such extraordinary good work in the fundamental aspects of 
science? Do you think that is momentum and tradition, or what? 

DR. GREGG: I think it is partly momentum and I think that they did not 
have anything like the manpower losses that they had in the first ”orld '»Tar, 
and I think that the English have this thing that I referred to, namely, 

■with limited material, they sit down and s ay, ‘Tell, if we can’t do so many 
things, the things that we do do we hadbetter select with the greatest care.* 
They have done that, certainly* 

DR. BROKE: I was hoping that you would say that, because I think that 

that has a lesson for us* 

DR. GE3GG: I certainly do feel it, and you take Z-ray crystalography 
as applied to proteins. The English are right on the ball there and they are 
having a hard time getting the instrumentality that they want. There are 
other things that we don’t realize, or the majority of us don’t realize,,"jand 
I think it may surprise you to know that 58 percent of the s tudents at Oxford 
and Cambridge are on fellowships, and they are fellowships accorded very 
definitely on the basis of student performance. 

That is a pretty big fraction. The English are making a change ther8 
far greater than we realize in the direction of f ree-adrse ^Liu^ fui-a n v boy 
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that really shews very definite promise. Ours on 
speaking is more or less education for everybody. 



Some of these things I feel very much as though I were talking about 

domestic life with my wife present, and Dr. Stem, have you got some qualifi¬ 
cations on these generalities? 

DR. STSRNc I haven’t been in Europe for fifteen years or mere, but -.shat 
you say is so s imil ar to what I knew fron my own tine that I have northing to 
qualify it. 

These things which are going on in England, should they not very soon 
change the feudal aspects of British universities? 

DR. CrSGG: They are changing to a great e xtent. 

DR. STERNj You did not speak about the quality of scientific and 
medical general work in Europe. I remember during the war, you once gave 
a speech in which you pointed out how very much important work was being done 
in Europe, and that we should not overlook this. How is this now? • 

DR. GREGG: There are -faro or three things that are very interesting. 

First of all I actually believe that there, is something that one could call 
the originality of isolation. It is an awfully small number of valid titths 
that come out that you can discover because you are isolated, but take lionet’s 
operations on the fore-brain, I don’t suppose that there is a clinic in the 
US or in England where somebody would have to, so to speak, in-ignorance snd 
isolation, proceeded toscoup out people’s fore-brain to the tune that lionet, 
did, but nobody cared, Ee was completely alone, and nobody knew anything 
about it, and he comes across something that is of considerable value. 

It is the same thing with electric shock therapy coming out of that 
Italian clinic. There they try everything under heaven, and they try it in a 
considerable measure of isolation, 
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There is also this tremendous emphasis on individuality which has 
sous very interesting advantages. I know I used to think that freedom 
was just a pleasure principle, but the Bore I see of this, the surer I 
am that nature by her many experiments manages to survive because she 
tries so damn many different ways in genetics combinations, to produce 
southing, and doesn*t care if it is different. 

The European University reminds me a little bit more of what in this 
country would be called an -^ad^ubon Bird Club* It is a collection of people 
who are interested and who withdraw from the rest of society and exchange 
ideas. -This is a tremendous exaggeration, but it does result in that. 

That is much more the atmosphere of a great many of the universities 
than it is with us, and out of this tremendous originality or this not 
necessarily tremendous originality because they are not more original than" 
vre are, but under the encouragement given to originality they still produce 
these things that we shaLl have to watch pretty carefully. 

This is the time to finish the speaking, and thank you all for coming, 
very much. It has been a pleasure. Tomorrow we meet at 9:30. ’ 

(Thereupon, the s sssion adjourned at 5:10 p.m.) 
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Reorganization of Research 
in Biology, Medicine and 
Radiological Physics 
(See Minutes of 10/6/50, 
p. U-23; and 1/5/51, p» 10-7U) 

Dr. Brues noted that Dr. Schubert was invited to this meeting in order 
to discuss with the members of the Program Committee the relationship of 
himself and his group to the research activities of the Division of 
Biological and Medical Research and to the service activities of the Health 
Services Division. For Dr. Schubert's benefit. Dr. Brues reviewed briefly 
the scope of the reorganization plans as discussed inrthe last meeting. He 
recalled the general opinion that the Schubert group belonged programmatically ' 
and administratively within the Division of Biological and Me di c al Research, 
but that some responsibilities toward the bioassay functions of the Health • 
Services Division should be maintained by the group. .In regard to 
Dr. Lawrence S. Myers, Dr. Schubert said that he felt Dr. Myers could not 
he tisfied with an entirely routine job, but that Myers would have more 

n the future to develop analytical methods which are needed for fecal 
amuses. The development of these analytical methods and the assistance 
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Uyers would give to investigators in h 3 analyses and to investigators 
dealing with low levels of Clk would constitute an assent of research 
*ork acceptable to LJyers while allowing sufficient bias for the routine 
aspects of the bioassay services. Accordingly, Schubert agreed that 
ifjrers could be listed formally as devoting about 50 per cent of his tine 
to bioassay and about 10 per cent to research. He agreed that it would 
continue to be necessary for him to have frequent'contact with Myers and 
that he probably would be the best liaison between bioassay services and 
the Program Committee. m order to formally recognise this relationship, 
it was agreed that Dr. Schubert would be listed as devoting approximately 
10 per cent of his time to distributed services, being responsible to 
Dr. Hasterlik as Director of Health Services for this portion of his time, 
and that the remainder of his time would be spent under the authority of 
the Division of Biological and Medical Research. Dr. Schubert left the 
meeting at this time. 

There were several questions raised concerning the names of research 
groups and several suggestions were incorporated into the new listing. 

Dr. McLean said that with the death of the Noyes Panel, there is no 
laboratory groin; within the AEC which now recognizes formally the need 
-for thought on military and civilian defense problems. Hhile he does not 
eel that a special group carrying such a name need be set up, it should - 
-e agreed that one of the responsibilities of some group (e.g., Special 
Problems) would be this' type of problem. 


Human Radium Studies • 
( See Minutes of 11/17/50, p. 8-59 ) 
There was brief discussion concerning certain legal aspects of the 
current study of toxicity of Ra in humans. One of the questions being 
ccnsidered by the Legal Department of ANL is the acquisition of bodies of 
arsons known to have ingested Ra. It appears that a Superior Court order 
for exhumation with the consent of the nearest relatives is all that is 
*.-icessary to obtain the bodies. If there is no kin, a Supreme Court order 
•“ needed. Dr. McLean pointed out that a person, when placed in a museum, 
y considered by the courts to be legally buried. Dr. Hasterlik could 
•'•rasee no serious problems in obtaining authority to exhume the bodies of 
people of interest to the Ra group. 

Dr. Hasterlik said that one of the Ra patients, 2ars. X., "is becoming 
j- -tie in and it is likely that she will die in- the near future. This 
-•‘-lent is of particular interest-because external r ray measurements 
* r -iicate a total Ra content of 2 pg. The usual experience has been that • 
/erotic symptoms are not demonstrated by persons containing. less- than . 

* For this reason, all other possible diagnoses must be caref ully 
•-"'l out, and to this end a biopsy on her foot is planned for next week. 
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, ^oid, who has had no military experience, has requested of his 
."V-d’a deferment to July 1, 1951, which marks the end of his term 
*. fellow. He is investigating autoradiographic means of locating 
’“'.•--s deposited in bone, a subject of considerable interest to the 
’ zt the present time in view of its concern with chronic effects 
■;*r~ r adioactive elements. 

5rues expressed the opinion that a move to retain Dr. Arnold in 
. field in which he has been working for a year and a half and for 
Vie has’shown some aptitude should be considered. 

McLean said that’ it was his experience that Draft Broads should 
*' j ea it with by persons other than the individual and that the Army 
be dealt with after a person has enlisted. He felt that the army 
* ritics show much more sympathy for an appeal for the efficient 
.:i*.ion of a scientist or physician than the ordinary Draft Board is 
:;;\o. -Hr. Karinelli, recalled General Cooney’s appeal for referrals 
Vlinutes of 10/6/50, p. 4-21) and suggested that should all else fail, 
*rrmld be recommended to him. 

/— 

• . r. Looney, who is responsible for a large part of the adninistra- 

:£ the current studies on the metabolism and toxicity of Ha in 
: . seings, is in the Organized Reserves of the U. S. Navy. Up to 
.*is Comma ndin g Officer has shown a willingness to cooperate and has 
..d him to remain with Argonne. Dr. Brues felt that a continuance 
' .s type of deferment should not be expected and wondered if a more 
■ policy emanating from a higher level is not in order. He expressed 

* tllef that the administration of the Laboratory is not anxious to 
= •-he initiative in asking for assignment of military personnel on 

•*.il duty here at the Laboratory. Dr. 3rues said he would attempt to 

• • ver the mi nd of the Committee on medical Sciences of the Panel on 
.:il Aspects of Atomic Warfare, National Military Esta bl i s hment, 

. ‘*ming persons like Dr. Looney. 

Concerning draft deferments in general, it was agreed that it would 
' "•■y wise for the Laboratory to have a paragraph on file for each man 
"‘-.ting a request for deferment, describing the particular way in 
•*“ he is contributing to the research of the Laboratory. 


Argonne Cancer Hospital 


-t. Hasterlik discussed briefly the research program of the • Argonne 
Hospital. It is his understanding that the Argonne Laboratory is 
: *od to assist in the determination of the research program to be 
• out in this installation, and he requested members of the Program 

.. : -hoe to consider the kinds of problems that are properly and most 
-■ '-lientiy investigated in.it.. The program is 'to be dismissed with 
• ^‘ISeshall, Director of the Argonne Cancer Hospital and Dean of the 
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.vision of Biological Sciences, in the very near future, and Dr. Hasterlik 
•[shed to have some definite proposals ready for consideration, as parts 
.* a general discussion concerning the program, it was pointed out that 
\i current investigation of toxicity of Ha in human beings is an excel- 
; r.t e xamp le of the kind of activity for which a hospital is needed and 
•jse for which the argonne Cancer Hospital is intended. The argonne 
-cer Hospital can reasonably be expected to provide the access to 
linical material needed b 7 the Division in its cancer investigations and 
rtainly the hospital is the proper place for experiments involving 
-.rioactivity } in human beings. 

■ -Concerning the last subject, fir. harinelli asked if there is a 
.-serai policy concerning human experimentation. Dr. McLean said, that 
-.e Advisory Committee of the Division of Biology and Medicine of the ABC 
is been approached several times in'the past for a general policy and 
•j refused to formulate one. Apparently, proposals for human experi- 
-=ts with radioactivity will continue to be judged on an individual basis. 


Toxicity laboratory 

to the present time, the Toxicity Laboratory has been supported 
Division of Military Applications through the Division of Biology 
i Medicine of the Commission. Dr. ricLean felt that further support on 
;s basis will be difficult and that it is not likely the present con- 
r-.ct which expires October 1, 1951, will be renewed. There are no 
"ications as to what will happen to the fac ilit ies nor to the persons 
Tioyed by the Laboratory after expiration of the present contract. 

*. .IcLean listed several possibilities — 1.) It may return to the 
••sical Corps as the type of laboratory it was during the last war, 2.) 

* •cay retain an interest in radiation biology but be supported by one 

* ihe Services. For example, the Air force which has a considerable 
'-rest in the deleterious effects of radiation, their prevention and 

has no facilities of its own and it may be interested in ac¬ 
ting one, 3.) The Toxicity Laboratory may continue to be occupied 
military and civilian defense and atomic warfare as an independent 
”ract, or as a part of the «rgonne National Laboratory. 

tt is Dc. McLean’s impression that a proposal to incorporate the 
,;~ity Laboratory into Argonne Laboratory would not be unwelcome in 

quarters and that the facilities and certain of the personnel may 

• -ved on problems relating to civilian and military defense (see 

• i/12/51, p. 11-80). Dr. Powers said that he doubted that the 
-/-^tration of the Laboratory would feel kindly toward assuming re- 

l 'ility for the physical plant on the campus occupied by the Toxicity 
Jry because of the Laboratory’s current heroic effort to consoii- 
- •--^graphically. 
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.e of CP-3, the number which just stakes possible lethal exposures 
- in reasonable lengths of time. Drs. Zirkle and Vogel are to 
ih Dr. McCorkle to settle design questions and it is likely that 
source will finally become available to the Division. 


Hunan Toxicity Tests 

7Jack Schubert's desire for a test in humans of the toxicity of 
^carboxylic 4cid was discussed. The compound shows some promise 
"is a remover of deposited-Be. Obviously the Laboratory should not 
Lrectly involved in this sort of testing program, and it is sug- 
hat perhaps some pharmaceutical house could be persuaded to handle 
rimiTar tests. The Chairman said he would inquire of the Medical 
f the Division of Biology and Medicine, Atomic Energy Commission, 


Hirmpn RarHnm Problem. 

3./ . a patient referred to previously (see Minutes of 1/12/51, 

0 )\ .artic ular interest because the low estimated radium content 
ir aj— sy m p toms of r adium poisoning demonstrated by her, underwent a 
Last week. Def init e diagnosis of fibrosarcoma has been made. A 
of the biopsy material has been sent to Dr. Eobley D. Evans for 
a 228 determinations. Dr. Hasterlik also reported seeding to the New 
■•erations Office information from the Barker files concerning certain 
'••lyses which the U. S. Radium Corporation had made at one time.. 

• ;e other item was reported for the information of the Committee. The 
% who was interested in running a newspaper story of the toxicity 
■ cas been consulted. This individual is an employee of the State 
if e Department and his motive in this instance was to demonstrate how 
institutions are cooperating in scientific research. Vihen the delicate 
of this particular research was explained to him, he agreed not to 
•his, publicity until such time as Dr. Hasterlik thinks it proper. 


Mesothorium 


•crrespondence between W. ?. Norris and H. Deplanche of The Rare 
Is and t-ietals Como any, Inc., 21 East 40th Street, New York 16, New 
resulted in their* offering the Laboratory 8 to 10 mg Ra 228 (see 
'l of 1/12/51, p. 11-81). If the Laboratory were willing to divide 
‘ T ito lots of 8 to 10 mgs, the Minerals Company would waive 
A the Ra22 8 . Othervd.se the only Ra 228 (mesothorium bromide) 

•-Le from them at the present time is a tube of Ra 228 No. T 162, which 
<r:ied on Aoril 22, 1944 and measured last on February 17, 1950, as 
*“iag 69.1 mg Ra equivalent. The cost is §35.00 per mg ex-warehouse. 
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-*i by Mr. Wahl, namely 50 /ic- per cubic meter of air as T 2 or HT, is the 

•—3 permissible level recommended by the International Co mm ission on Phil , 

..^logical Protection (see Nucleonics. February 1951, pp. 70-74). Mr. 

• pointed out that this figure differs somewhat from that used by this 
■r'atory at the present time as the mpl for operations. Allowing 
r/week total dosage, 23 juc/m3 is indicated. Since an allowance for 
A 3 to other radiations must be made, 10% of this figure, or 2 dc/m’ 
is the mpl for Argonne operations. The need for experiments on 
•Tar and metabolism was briefly discussed. 


Human Radium Studies 


Tr. McLean told of the recently initiated conferences with various 
--:ted members of the division concerning the decontamination' of persons 
.-irg radium. This group will continue as one of the study groups pre- 
described (-see Minutes of 10/20/50, Appendix I, pg. 5-23). Dr. 

•lik reported that his recent examination of the files of the U. S. 

' Ijrporation reveals the disturbing information that beginning in 
. • there was rather free substitution of RdTh (Th 228 , TR/g * 1*9 years) 
- (Ra 228 ) in the paints used for clock' dials. The Th228 contents 

• from 2 to 25^ of the total activity, indicating great difficulty in 
*lng the original activity in a particular patient. Furthermore, it 

- accessary now to appreciate Th 228 toxicity.in addition to that- of 

- ?.a226. xt seems likely that the dial painters will not constitute 
"urce of information concerning Ra toxicity in hum an s. 


Consultants 


-rues announced the intention of the Division to contract with 
— ’2ard Wainwrigfat as a consultant. Dr. Wainwright was formerly 
^ 03 . He is interested in radioautography and will assist and 
division in this field. 


Ccm-ai 


”’•“"’•3 adjourned at 11:30 A.M. 

* * 


E. L. Powers 
Executive Secretary 
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L£Js_Alamos, New Mexico 

'^Jamiary'22, 1951 


Dr. Alberto P. Thompson, Chief 
Technical Information Service 
U. S. Atomic Energy Commission 
1901 Constitution Avenue, N.W. 

Washington 25, D.C. 

Dear Dr. Thompson: 

I find myself concerned in the course of duty with the 
review of papers relating to hu man experimentation . 

It has been suggested by various persons here that 
there exist regulations or policies of the AEC on 
this subject, e.g., a paper by a committee In Biology 
and Medicine, but I can find no definite information 
beyond the Idea that these regulations are comparable 
to those of the American Medical Association: that an 
experiment must be performed under the supervision of 
an M.D., with the'permission of the patient, and for 
the purpose of seeking a cure. 

For personal information,- can you tell me whether 
there Is any definite AEC policy on this subject, and 
what the policy Is? Are there any staff papers 
available? 


Yours 


very truly. 


Leslie M. Redman 
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Hr. Leslie IU Radaax 
■D« Division 

Los il&sos Rational laboratory 
AtcaLc Energy Oc n r rtaa ioa 
' Xcs Almacs> Her Kmrfco,. 

' Sear Hr. Hedaant 

Sr. Alberto T. Thocpecn, Chief,. Technical Ihforaation 
Service, has asked as to reply to yo u r latter oT 
January 22, 1951* concerning policies on hnsan arperi— 
Mutation. Tha following statements harro guided the 
Sirision of Biology and Ha disine in its attitude towards 
tM ^ problem 

First, in a latter fSron Carroll Wilson, General Manager, 
to Dr. Robert Stone, University of California, dated 
Earvenbar 5* l?li7, appears the following iron a s tat enact 
prepared for the Coxsxissianers* "by the Advisory Camittce 
far Biology and Medicine t 

"ffe therefore wish to record our app ro val of tba 
position taken by tha nodical staff of the A£C in 
point oT their studies of the substances .dangerous to 
husan life. We believe that no substances known to 
bo, or suspected of being, poisonous or hamful 
should be given to -bunas beings unless all of the ■ 
follcKing conditions ho fully =at: (a) that a 

raaaenable hope wgiatg"that the sdrdiriLatratioa of such 
a substance will inprora the condition of tha patient, 
(b) that the patiant give his cocpiate and icforas d 
consent in writing; and (a) that the responsible 
nearest of kin give in writing a sirdlarly coapleta 
and inforaed consent, revo c able at any tins during' 

( the course of such treatment .* ; 
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(2) Copy of ABTHOBIZATIOH BT THE ISOTOPB COMKITTEB" FOE IBB USB OF A 
EADIO-ISOTOPB 
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” I8090R 

Date) 


1. It Is the request of this patient ___ 

that (he-she) he given a (tracer-therapeutic) dose of___by 

the staff of the Radioisotope Laboratory. This laboratory is supervised by 
the Hospital Board for the Control of Radioisotopes in Human Patients. 

2. The patient understands that all redioisotopes used in this 
hospital are obtained from the Atomic Energy Commission for research pro¬ 
jects. 


3. The method of administration and general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Committee for the Use of Radioisotopes in Human Patients. 

4. It is to be understood that the U. S. Navy, the Naval Hospital 
at Bethesda, Maryland, its agents and its personnel assume no responsi¬ 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 


FXLZ-l Kv€-->/pO 


T S3AIH0HY 1VNOIIVH 3HI IV 0330003333 


227 



"1. ’ This st.jdy determines the ability of the thyroid t.o conoer.tr ; ; 
.Tl>e mount and distribution of the raoioicdina is .“secured by : ; s:: 
Hull or counters on the skin over the thyroid gland, The amount, jl 
excreted in the urine is measured in specimens saved over a uerioi 


2; The referring doctor should discuss -,dth the hadioisotooe La a 
cent use of the 'following: 

(a) Thyroxine, propyltliiouracilj or ary type of hormone theravy 

(b) Iodine containing preparations: 


fl) Lay-si's solution or syrup of Hydriotis acid, 

(2) Diodrast (1.7, and retrograde eio*raas. arteri 


f sinus tracts).. 

(3) Lipicdol (3ronchorraas, injection of ; 
(l) I antor-ague (l;yoic£rai.s ). 

(5; PriodoK (Gall Madder s-.-ies) 

(-) El (L::; seterarr-. courji tricinas. c-r 

(7; -irgyroi (Madder and vr ! \:iral i:\fecc: 
(2? rhiaryaactes (itruertors.'.vn t'.vu.-s-v; 
,(?; ’’hiac.serin (Usr-urisi Mystic) " 

(it 1 Diode-sin and . hiniofer. ' s 


eraorrms. . 
tracts). 


(11) Diiod jfl'»rss?i £:• (drai 
(12 i viofon:. (3kir. i ir.tr.:a::t' 
(i:*) Tln-urc of :>dr.' (Sli 


3- Kest-irt -;hu folio-.i;-. 



is id oil ?n?.v.ss ova us? of J.s.-u,- Ay--<«, this 0.. -. 

hours pi seeding and th- first ii. heur• cf ;hi 0>.dy Mean-.* . ■=• 

ient h.-.s loose or frequent stoc..s. as it reri i.-es v.s to • • ; ;.. 

the stcois for possible radioicoune slirinaticn this rivr.e 

5» Urine Collections: ' 

Save ail urine from the ime of t he dose on for US :ur; :. • 
as listed below. Save S>: accordance with the labels or. '■ 
furnished. Use only the containers'furnished by this la', t 
Collection schedule will be: 

12 hour specimen 
21 hour specimen 
18 hour specimen.. 

6, If there are any questions, call the radioisotope Lafcoratci' e 

7, Tiiae of dose_ 


lio food or drink after____ 

hour Say 35rT. 

Please insert this page as par;-, of tho Patient's chart. 


(LECO\lb G&PC>?:*52 
et J nrc.S’^iS'<c 
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Hun, 


Hospital Admission Ko . 

Autopsy Ho. 

Isotops Adniulstratlont 

Isotope Treatment or Tracer Dose Date Administered 


Results ol' Radian Survey: 

Highest n.eusurement external skin surfac e 
Highest measurement inside body cavity; 

Viith viscera intac t 

'with viscera remove d _ 

Highest measurement external skir^ surface after viscera removed^ 
Remarkst 


This certified that the remains of_ ; _ 

have been examined by Kadiac Survey and ie be]on the accepted taleranco dcse-ratt 
of 6 mr/hour. There will be no health hasard involved by, the mortician performing 
the embalming provided ho wears rubber gloves. 


P.&dif.c Survey Officer 


orOieD: -7[6(^iH 
9-BCakb Gteo?:#S2 
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tracer case * 
radioisotope laboratory report 
_tracer study *_ _ 


Patient’s Name 


Initial Age Weight Height 


Date of Request 


Rank or Rate 


Ward or Out-Patient 


Provisional Diagnosis 

Reason for Tracer Study: 


Doctor Requesting 


Head, Radioisotope Laboratory 


Chief of Radiology 


(2-E5Gc>&vi> GP^o?; *32 

tEt- 5 Tw>f:^iS'c 
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therapy case #. 


radioisotope laboratory report 
• THERAPY #_ 


Initial Age Weight Height 


Ward or Out-Patient 


■ ' Provisional Diagnosis 

Rationale lor Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 

Estimated Tumor Dose: 

Estimated Skeletal Dose: 

Estimated Total Body Dose: 

Head, Radioisotope Laboratory 


Chief of Radiology 


(3 .BCc>\^b 
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ta» 5»- 


Data reesiT-c 

Dtss aia _ 

Siren-. nr; 


marsh. :r 


H3T2C11 DC1RTX&T 


mu’ of Madisina and Surgery 
26 Septenrer 1951 


JL27IHC2 SSAHGZ 1-3 


Tin changes Hated herein era effective upas receipt. Insert this change la front of 
the Manual of the Medical DeparSest, and aarh U-3” opposite the below Hated artielea and 
subartAsles la the Manual test. The synboi *1-3” Indicates that this Is the third adreace 
change issued Ih adnata of printed csaage 1. 

Chief, Surest of Hedgcine and Surgery 


Surra ry of irtlsles and Sabartlslaa Iff acted 


1-13. threugh 1-19 
3-36 


3-10 

16-3(1) 


22- 21(3) (jl) 

23- 2 (HOSTSir, KES-oa) 


23 - 106 ( 1 ) 


1-13 through 1-19 Hew articles 


Section 17. RESEARCH 
^J3tataeafe of Policy ------ - - — - — — — — — — — — 


laboratories sad XadHtlea 

Projects — — — — — — - - - - --- — — _-_ _ 

fieperimeataticn on P ara ci an el - — — — — — — — — 

Trials of Cc—rdal Items, S pedal ties, asd PharMceutlcal Product* 
Technical Report* asd Public Releasee 


Article 

- 1-13 

- 1-U 

- 1-15 

- 1-16 

- 1-17 

- 1-18 

- 1-19 


1-13. Statement of PoHcy 

(1) The fundamental poHcy of the Bur¬ 
eau Is to-encourage and support reeoereh 
asd drrelopoent In. eedical, dental, and al- 
Hed sciences directed toward the solution 
of profaless affecting the health, safety, 

eelection, and efflclener of the personnel 
Of the Departaeat of the Rarjr and other 
hrasehaa of the Departaent of Defense. 

(2) The direction of the research ac¬ 
tivities of the Medical Departaent of the 
Havy shall be centralised Is the Research 
Sinaloa of the Bu re au . 

(3) Derelopoent, tasting, and evalua¬ 
tion shall be the responsibility of the 
Bure au Coordinator for Research and Oevel— 
epoent (art. 1-12(25)). 

(4) There shall he so fixed a ppor tion— 
nest of basle research asd applied er de- 
vslcpaental research.' 

1-14. S co pe 

(1) The fields of research studies la 
nedialne, dentistry, and allied aelesces 


shall include the broadest aspect* of medical 
and dental problem* related to rutmarlae, 
shipboard, aviation, amphibious, cad field 
activities, aaa transport, laid ailitary per- 
s canal. 

(2) Raaearch and development shall ba 
co n c e rned primarily with partisent operational 
requirements of the- Xavy aa pr i mul g ated by 
ths Chief of Xavsl Opera ticca. A continuous 
pro gra m of research la tha basis sciences 
that affeet military medleina and dentistry, 
and their ancillary branchee, shall be main¬ 
tained. In time of war and national caargenoy, 
tha major affort and attention shall be .di¬ 
rected to tha p r acti cal application of im¬ 
proved methods of medical and dental dsfanaea 
against.tha weapons, health haaarda, and 
agents of modern warfare. 

(3) Havel hosp i tals and other navel medi¬ 
cal activities are en couraged to conduct clin¬ 
ical research. Including stadias-of diseases 
and Injuries, statistical records of aeries 
of eases, a ppropri ate th era pe u tic trials, and 
other phases of dial —^ Investigation. The 
research projects and the therapeutic trials 
must ba anthnrixad by and reported to tha 
Bureau of Xedlelne and Surgery, through its 
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APPENDIX 7 

t 

MANUAL OF THE MEDICAL DEPARTMENT 


Manual of the Hedical Department, 26 September 1951, Section TV, Re¬ 
search Articles 1-13 through 1-19 are reproduced belcv: 

1-17. Experimentation on Personnel 

(1) Experimental attudies of a medical nature involving persons in 
the Naval Establishment are forbidden except when the experimental design 
in each case has received the prior approval of the Secretary of the Navy. 

All such requests shall be forwarded via the Bureau for consideration and 
recommendation to the Secretary of the Navy. In the case of-military per¬ 
sonnel or their legal dependents, recommendstiona on requests received 
■hall be made by the Bureau and forwarded to the Chief of Naval Personnel, 

Che Commandant of the Marine Corpa, or the Commandant of the Coast Guard, 
as appropriate, prior to submission to the Secretary of the Navy. 

. (2) Participation by personnel of the Naval Establishment, (mili¬ 
tary and civilian) shall be on a voluntary basia only. Volunteers- will 

not be required to execute a release from future liability -for negligence 
attributable to the Navy. Such studies shall in no way Interfere with the 
training or other performance of’normal duties of the personnel involved. 

(3) For each instance a statement shall be entered into the indi¬ 
vidual’s Health Record indicating the project number and- the physical and 
psychological effect, or lack of sane, resulting from the investigation. 

Za ease of civilian volunteers, the commanding officer shall cause a simi¬ 
lar entry to be recorded in the individual’s personnel file. 
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jHHI kf. r- ^r- V? 

'•• . CHABTS3 1. BESICAi 3SPAP.T: 

I—! ’ 

'^' • n 'f P L2crs.tarr employment In an effort to 
ft**^*. .j r . .t-jesphere and conditions eoa- 
scientific productivity. 2m- 
programs shall be effected and 
^ p ITi-^de personnel shall be’ eneour- 
^^^'-‘paie in the activities of professional 

s-Erv 

U, Bcap9\K- 

(V Tbs fisl=* of research studies la medicine. 

^Itltsr' nursr.:. and allied sciences shall include 
Z~ aspects of medical, dental, and nurs- 

" —oJilca related$o submarine. shipboard. avla- 
^oTs-phlbiocs. and'field activities. sea transport, 

40 * siuunr personnel^ _ ____ _ w __ 

(2). Research, development,' testing, and '-research through the Oflee at Naval Research, and 

Ban shall be, concerned principally .with pertment provision of medical and dental. Information to 
• jurtl Research Requirements as promulgated^ - pn3per . uthorU!eSt via official channels. and will 
Ct Chief of Naval Researc-\ A continuous pro- maln uin liaison with research activities la foreign 
gram at research lit the baste sciences that affect 

antil-T medicine, dentistry. »nd naming, and their At command resesrch units . nd/er ishora- 

W^icrtes under Bov m-cSaHaxr mcnt control. pilot stud- 
les may be undertaxea *E“ the - discretion of the 
co mm a n d in g officer, who shall be resp onsi ble for 


1-U 

(2) The selection and approval of research pro¬ 
posals will depend on the desires. Initiative, and . 
competence of the research workers: the available 
facilities: and the special opportunities offered by 
the location and environment of particular estab¬ 
lishments. In the conduct of their studies. Investi¬ 
gators win be 'given the greatest possible freedom 
consistent with naval policies and the security reru- - 
lotions as administered by their commanding of¬ 
ficers. Investigators will be encouraged to arrange 
through Bunco for consultation with civilian scien¬ 
tists. for collaboration with civilian Institutions of 
learning and research, and for Interserrtee eoopera- 
- tlon.j Bevxa* will cooperate in facilitating the ex- 
( 'change of Information, the authorisation of co n tr a ct 



m 


aodfiiry branches, shall be maintained. In tlmei 
tt gir_*nd. national emergency, the major effort 
aoi itteaUea shall be directed to the'praetieal ap- 
fBcaUm of Improved methods of medical and dental 
Mcuas'agidnjri the weapons, health hazards. and 
'vmta of modern warfare. \ 

• Nani hospital* and other naval medical ac- 
V_ ’ini’ enc o ur aged to conduct clinical research, 
ta cuoir r'itadlea of diseases and Injuries. statistical 


cond u cti ng such studies and reporting them to the 


-l—11. Experimentation, on 

03 Experimental a Indies of a medical n a t ure ln- 

.——: ---• volvlng persons In the Naval •Establishment are fer- 

oi appropriate therapeutleX bidden except when the e x pe rim ental design In each 

\vC‘'"“^-° tber phases of clinical Investigation. \ case has received the prior approval of the Secretary 
jraajraargh. projegt, .ad the therapeutic trials at tu e Navy. All such reque s t s shall be forwarded 

.authorised by and reported to Burma 
-Research Plvlsi--. Application may be 
: Tor=r ?T^Mmi-l <3 g or on other official 

. .■^.U“*L=»y be provided for this purpose. 

J“®* laboratories and Facilities 

f sddltlcn to the usual installations. In hos- 

/E*’^ dlsp-asKiro. and In the medical and 
Of ships and stations, Buvxa win 
rZ£T®. me *reh laboratories sad fsdlltles *ep- 
J ®* 1 ta cooperation with other bureaus, the 

and The Marine jCcrpa. 

i3-*oCO"Trbo ~ 

, *''”*f° r me * rai will be established by 
5 ? ?*®vdanee with Naval Research Require- 

^oaolgated by the Chief of Naval Re- 
’.’b under the project will be assigned 

."eg actiT1 tiea by Bcnea or at the request 
Propo ® 115 f°r research win be sub* 

• ’%^ < :^«, la * lTl dual Investigators via official chan- 
. ^^ 55 »£*®®* lde v*tlon and technical approval. 

L V other «wlees may be effectuated 

fevestlgators BMR Snvn annrnval or 



upon Bsicd approval or commending officer shall 


via Buses for consideration and : 
to the Secpatary of the Navy. In the case of mili¬ 
tary personnel or their legal dependents, re c o in - * 
mendatlons on requests received shan be made by 
Bmexa and forwarded to the Chief of Naval Per¬ 
sonnel. the Commandant of the Marin* Corps, or 
the C o mman dant of the Coast Guard, ax appro- • 
Pilate, prior to submission to the Secretary of the 
Navy. - x 

Q) Participation by - personnel of the Naval 

Establishment (military and civilian) shall ba on 
a voluntary basis only. Volunteer* win not bo re¬ 
quired to execute a release from future liability for' 
negligence attributable to the Navy. Such studies 
shall In no way Interfere with the training or other 
performance of normal duties- of the personnel 
Involved. 

(3) For each instance a statement shall be en¬ 
tered In the Individual's Health R e c o rd Indicating 
the project number and the physical and psycholog¬ 
ical effect, or lack of same, resulting from the In¬ 
vestigation. In ease of civilian volunteers, the 
exuse a similar entry to 
be rec or ded in the Individual's personnel file. 


IN C r *5 v. 1 ~’ T - 

J'S' t. u c> chanpe z * 
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Loren B. Poush, Code 11, USN, to Code 74, USN 
(Bureau of Medicine and Surgery) 18 October 1951 
("Legal comments relative to proposed means of 
proper authorization and safeguard in use of 
radioisotopes") (ACHRE No. NARA-070794-A-4). 
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Xtiai fed® u 

tot Co<S4 7k 


Oai*9$t 

rjA/Li- oi&fj'if-A 


Sifejt legal consent* relative to proposed n*ans of proper authorisation 
And safeguard la uoe of Radi oisotope a 

fiefl (a) Cods 7b nmo of 18 Sep 19*1 to Code 11 


1* Enclosure (1) of reference (a) consisted of a blank for* which vhen executed 
by a patient or responsible next of kin would permit achaission of radioisotope 
medical diagnosis or treatment* Enclosure (2) consists of a form which when 
executed by the "Isotope Committee" for the use of a radioisotope in the case 
of a specifically atoned patient would authorise and direct the staff of the 
radioisotope laboratory to adninieter the approved dosage* 


2* Attached also to the file where cone forms collateral to application for 
authorisation of use of radioisotopes* 

3* Previous informal discussion by Code 11 on tide subject indicated that some 
concern exists in the Bureau with respect to the liability of the individual 
medical officer and to the liability of the Government for other than contem¬ 
plated results in this category of diagnosis and treatment* Any such liability 
depends upon whether or not the responsible medical officer devoted appropriate 
care under the circumstances. In other words, if proper caie be devoted to the 
treatment and the treatment be at the same time reasonably accepted by specialist* 
in the field, no liability arises* The acceptance of this treatment by special¬ 
ists in the f ield would be demonstrated presumably by action of the Isotope 
Committee executed on ft form similar to Enclosure (2)* In the event that Code 
7h did not consider the Isotope ComrxLtteo to represent specialists in the field, 
it is felt that psrhape. the fora does not indicate the qualifications of the 
leotdpe Committee to the extent that maybe possible* Hew**or, only specialists 
may ddtannine that* 

it* The legal effect of Baclosure (1) may be considered in two eenses* £n the 
first sense a statnent by toe patient that the hospital and the doctors concerned 
are absolved, of responsibility (liability) for results or effects of "study" or 
of 'interpretation" and "release from responsibility resulting from unforeseen 
effeete" is subject to the legal principle! 

One carnet provide by contract against liability for regli* 
gene# and this principle applies to every species and degree 
or negligence or tort* 


^IEH*S Corns. RLES^ 

OrSEieCy. 

(2-BCCM^k GP^o?;^52 

fxll; ms-x/pq 
i 
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20 Oat 19$X 

Subji legal cement* relative to proposed awns of prop** M&iMittti&tf. 
and safegnard in ms# of Radioisotopes 

The Burewu therefore. Aoald assume that should negligence be estab¬ 
lished, the waiver will mt relieve the Oevewnant of mswering according 
to the judgment obtained for demotes established# the sate assi*oticm will 
anply in the event that a medteal officer is proton negligent# This should 
not be a startling or dlsooncsrnting realisation toe the reaeon that negli¬ 
gence thus established would depend upon the testiaoty of persons vho qualify 
as specialists in the field* Such testimony would be anticipated to estab¬ 
lish any rules or reason applicable to use of radioisotopes in diagnosis aid 
treatment* In the second sense the execution of a statement similar to 
Enclosure (l) cwatltutea svidonee. if properly ccwpleted| that the patient 
vas rraaro of and accepted my possible risks involved whether because of the 
modernity of the treatment or because of other eircwistanees sueh ns the 
patients own Condition (provided the patient knows the facts)* 

6* In viovr of the foregoing* there io no l';gal objection to the uoq oJ the 
proposed fonia* Any instructions to ncdic&l activities In the field should 
state as bri-fly aa possible the reasons for having such statments executed* 
At tec sane tine medical officers should be reminded that liability depends 
upon negligence in tho performance of duty md that a ppropriate car* in the 
U3B of any rouedlos whatever should be required* *bat constitutes amroprlate 
care will again be- a question v*ich nay be cumbered only by sp?cd:-li^ts In 
the field. It is not necessarily incuabsnt upon the bureau to attempt to 
obtain a specified definition of appropriate care under the circunutances. 
There will lie,, however, oono indications fron experience of procedureu v.'.ioh 
should not ba used and knowledge of tes3e procedures ns acquired chould be 
promulgated to the activities concerned with related types of diarnooeo and 
treafcsat, 

7# Enclosures (1) and (2) are returned herewith* There is. also returned 
Commanding Officer, U* 8* 8*ral Hospital, San Diego letter of f 8«| 1951 to 
the Bureau, £' ■ * 


m oar b, pomh 
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orecexv. 

ft.BCC'&k G^o?: #52 
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fOSjlGTt rf Proper Authorization and Safegu ard in TJaa of Radio- 

* "Isotope** ■ 

Snell ' (1) Copy of PBEHISSICB TO USE RADIO-ISOTOPES 

(2) Copy Of AUTHORIZATION BY THE ISOTOPE COMMITTEE" FOR 3HE USE OF A 
RADIO-ISOTOPB 

1. Enoloaurea (1) and (2) forwarded for comments as to legal iraltie. 


- X£,3fe5*> Pe~r 

(,i~uUk _ X A£ 7V*- 

tU4A> ’ 




3 ~ o 3 




(2-BCo&b GPz'O^; *52 
tPTvl^^iS'c 
FXTA. ZL-', /pO 
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I80f0Ft 

Dates 


1. It Is the request of this patient 


1. It is tne request oj —---- 

the Hospital Board for the Control of Radioisotopes in Human Patients. 


2. The patient understands that all redioisotopes used in this 
hospital are obtained from the Atomic Energy Commission for research pro¬ 
jects. 


3. The method of administration and general plan of study have 
been approved by the Medical Committee of the Atomic Energy Commission 
and the local Committee for the Use of Radioisotopes in Human Patients. 

4. It is to be understood that the U. S. Navy, the Naval Hospital 
at Bethesda, Maryland, its agents and its personnel assume no responsi¬ 
bility for the results or effects of this study nor of its interpretation. 


(Signed) 


(Signed) 


(Witness) 


(Witness) 


■ *52 

FI L E~' J\\<S-1/PW> 
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'J* This st.sdjr determines tht ability of the thyroid to eoneentr;:a LcLinc. 

The w.tount and distribution of the racioicdin-a is measured by ne-mis r..' .jei- er- 
liullor counters on the skin over the thyroid elar.i- The amount. ■>'. . ••• -rjiliis 
excreted in the urine is measured in specimens saved over a oeri^i •:!’ •£• Lours- 

2 ’ The referring doctor should discuss vdth the nj-dioisotoae L-; ’*.;•• »•*, 

cent use of the foiiov/inc: • " ’ ' * 

(a) Thyroxine, propylthiouracil, or ary fcyre of Lojtco as t'ier?-.-v 

(b; lodirif: "untaininc. :renaratii;>.s: “* 

fj) bfv’.'t solution or syrup of Hydriotio arid, 

(2y Dicdrasf (I„Y- and ret re. rads .-•;•= elorrsms. art er* oarers > 

«f sinus tracts).. * '* " ' " ^" “ s *’“ 


/'< ^ i -' i3 " 0i (Bwnchor.-aas. InjectAon of sinus tracts 
[•*/ * an-or.?/ ue (lyoicrrans j. 

(.:/ Praccuse (Gall Madder s-.vies ) 

(6) KI (I.::; setoranv couch c?:ieines. g.;- Er:nv:> : s l.fjr 
w/ lavyrei '.Hladder and vr*-*,hral ii:fe 3 ’> 

(5,1 Tsjiocyiiioter (? : ,>nerte.*.c.‘;.;i tiers-*-'; 

(?) Tklxxrin (mercurial Id, retie) " 

V—c*i Dioao-uir. and .hiniofer. 'cnt-ivl'*- 
( 11 .) Diiodjf_.-:orssc..i:i for.- 'rumor 
(12) V'icfon:. (3kir. c-irteant) 

(II) ?:j•.£ o-(Si.::. rr.iir?* s::) 

3.- Rest-.ha folio* ir “ fee:: a :*..•> - 

ane. l,1 hours i"ei:-.cv.imr r..e stuc*. ice'fa: -:*•'■ ' •* *. - J 

liver, i,utr s..u*s a:.: uMnuir;. -*•:. , 4 “Y~Ir'r 
peaches and . 


** AW* u_„ 'I'r.vae s.-e we- of •• this > c.ti.g.-f • •, * 

hours prseediur and th- first fc. iu-urs cf the st.d*=. Please rv, . 
ff 1 *' has loose or frequent stoc..». as At rerii.’es v.s to nlro i.:.: 
the steels fer possible radicdci-ine elimination this rovte 

5 o Urine Collections: 

Save ail urine from the "due of the dc-se on for 43 hour; . : •> 
j;s listed below. Save 1>: accordance v/ith the labels or.": i- ;v 
furnished. Use only the containers'furnished by this ^’.i ,r .*‘* 
Collsstion schedule will be: ** 

12 hour specimen 
24 hour specimen 
48 horn* specimen.. 

6 , If there are any questions, call the. Radioisotope Labor ate 1 - e:r*. ■; 
7» Time of dose____._ 

i. r o food or driru: after . _• 

hour dav morT 1 " ' 

Please insert this pace as pari, of the Patient's chart. 


Head. ~adioisi>tspV “ 

ocGCE.D: 

dBcoft-b G (U>o?:*S2 

EHT*C.*f: *-iS'c. 

FZZLBJ, M6-1 /pO 
\°151 
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Hospital A«lstiss£ft 7 fc 9 o_ 

Autopsy Mo» 


Isotope Administration: 

Isotope Treatment or Tracer Dose Dt.te Administered 


Results cl' Kadia.o S urvey : 

Highest measurement external skin c-urfac e ____ 

Highest measurement inside body cavity; 

i« it a viscera intac t _ 

With visoera remove d _ 

Highest measurement external skin surface after viscera removed^ 
Remarks »_ 


This certified that the remains o f _ 

have been examined by Radiac Survey and is below the accepted tolerance dcse-rate. 
of 6 mr/hour. There will be no health hacard involved by. the mortician performing 
the embalming provided he wears rubber gloves« 


Radiac Survey Officer 


fLBCcn^b GP^o?; *32 

£ hTkh’: 

FILE.; M<£- 7 /po 


\^5I 
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.. . .• TRACER CASE 

RADIOISOTOPE LABORATORY REPORT 
_TRACER STUDY #_ 


Patient’s Name 


Initial Age Weight Height 


Date of Request 


Rank or Rate 


Ward or Out-Patient 


Provisional Diagnosis 


Reason for Tracer Study: 


Doctor Requesting 


Head, Radioisotope Laboratory 


Chief of Radiology 


G-ECo&k 6^0?: *52 

fx u Me-x /po 
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THERAPY CA8E #_ 


radioisotope laboratory report 
THERAPY #_ 


Patient's Name_ 


Initial Age Weight Height 


Date of Request 


Rank or Rate 


Ward or Out-Patient 


Provisional Diagnosis 


Rationale for Radioisotope Therapy: 


Doctor Requesting 


Radiation Tissue Dose 


Estimated Tumor Dose: 
Estimated Skeletal Dose: 
Estimated Total Body Dose: 


Head, Radioisotope Laboratory 


Chief of Radiology 


cc-kceCv. 

■*52 

FXi. elv M6- •’> /po 
N^SI 
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U.v DISPOSITION FORM 



Co£CHO: 

RSc<s?€_ o G>£_o uP:^ £r 33i4 
E.v^TR>tf; ^=-JM 
Ff3ZL£* Cc’**v’k.vicv»— 

k.w<»** &C£<» <t s<rs — W-—« 

Vf wl^»*>W«<‘2 \A«^sfclV\s 

S'V'»«^ , -'<=s. — R»\» ewv 


y 


















TOi *M8« IKi, sns USXT.USiTI 
scj»wu uiL'ic:^;-; 

Ahuaidt « BJ7S VULUKtiLH 

xu:" ill « h bt rasstussi 


TUT. I __«f 

__y*ar- c-> da harnby vslunttrii, apply lur jKi- 

ossa, aa to »arto.ct^4.ttt ux. - otn.y os :-u; us. -ai estly k&u«a as It* 

Tiraiuo os hepnt.tis. Ilvu etu.-y, sa IL lus been uspAUiuru Li a., is 
tu 'i+t- r-•-•-■ tau ciiucts si lar.-jua viivsca ua tbu fcusnn H *cr. Xus 
ntucy is oelui swit. ■»- ur a CwL^ut utuon tbu Uosslaaica on liwr ias.—rs 
u£ Uu: •r~ i-, -l rose<_s -iildiescalocicul lwxns awl U» Join* Hupiia* University la 
. Cooperation nisi. the. Xsryla-iU Irani <*£ Correction. 

1 jnwcrntoioi un.t i a. H bo sep.uruc to oacwr ( .o r> pi^mcai c xn atsa- 
t:«u aai c»rt>.ju. tails •« ay lii..i*o i-no;tica la vrdor v- iiaecrttln 1C 
i a: i auslcbiu os. i-.ute. wyou hvcu.t.-acc f Iteirij 7alua.do; to sui~at 
to tnucoi.- sauna tw. s-ch otlui .mceuurea as ary tu meet c::-ay to cany sui 
tic’a to.V> to rii^ttu : physic*! vzsai i: : ,aan us 11 wr CoOiLtb otaoiea 
ec vitu -••• aecswi nisvsssry by the t rryjisisia la cinr..» mo, is* infection 
..eta tr, t. r.xa tnalaeiit os U pr. ccr. see. I a^rcc that the ia;yeiclvt-.n- 
" chars*- shall -■= li*- selr jai.c- .*X a’... ourattca ai tns *.•* rt«i.» iioitUca 
ansi hoasitsliral; on necessary. It :s further aaefcrstsod that the Csaaisv.on 
‘ an Llve-r SCsacsu slull on th*» s-tie. *udt,(s as to shclhur any illness useonins 
subsequent to thu tarslujitlsa si this Crsporueeut is or is sot the result si 
the *fa resold experiment. »«d is oris not aufdcicatiy s&Tvru. to require 
further nctiissl can? otai the accessory duration thereof. 

The proetrdrrv, potential benefits ta science and Kens of poriicips- 
tiaa In tl*. stuuy havu been eaplnLuen tc na by the pbyai clsa-ia-char,.c, —. 
Ueo eg* S. klrsek, oca are undent..ud by suy and 1 iutre-b? - . 3su s a oil nsha 
at such pcrtlclpr.tlca. X apree to coopurati ta tiiu fu l lest vUcat etth 
the phynicixns ccn-lnctinc tile a tuny. 

i uuuoratand t..at as. the uancluaica ny sutisf-ctcry p-rtiulu*—. 
U-ai in tau stuay, i u to lc :u«j:.Viu *a .vyraprintn Certiiisatc =T ^.rit 
.-oui a uU. ter sat oi s^ voluntary uajpuittira in tha atury.. Hu ioct that 
I hsvu v.ua ruissror voluntary aurvics to hra>imty niil u> placer in sj 
ufflcin nesru. X aiascrateau tbi-t tli« sun u C isi.JJO pur csy vibiic 1 =' 
o part a i U.is utup/ .ill Cu uepositeii ta ay r.csouat nt'thu dsrylanu ?t*ts 
Ucfom>t-jPj Xor xslue. 

la j-i scisq; oilu^ni Li oa i-~rt wiua a at 

sctlnu tyaalf, sal far ana in bciwli' si ay her an. puraceul rtprtsusta- 
tlvos^und a*ot.;^n, as txrecy r*lcs»o tho J-haa Hopkins University, IS* 


co^CEO: 

asc^e^' g^o oe:^=3iH 

_E.pT^; ^=*1H 

'. Fxle.; <»- 

kw«/• ^ c — VI*—~ 

. vy»l^^Ce«.-s -—*• v'le^crii-vs 
- Kt’o W.MS 
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Uarjlmui ioia^i at Comdisa um Ufa. Anuti iaicv* Si'idBeaulogicsl Sotrd 
and thiir )3kmiual irou oil liability* twrluttini; data* «ni sulta U 
In or io o^uaty, for any injury fatal or otaomso* which say result 
Crus 07 jjrticipuUju ia this staiy* 


XX 3i73*5.t TainiiF, I have haruucto sot rsy hand this 
' dry of . 1952* 


Ultuoss . Hast at toluntaor ■ 

• Accepted! _ • 

Hitaeas Wsyaiclan-lxt-ciiargo 


' Approved! _ 

Paroca 


CofcCEO: . 

E.SC<^6-O' G’ftouP:^ E 33H . 
E.w 7 T^;^ 1 H;’ 

FXLE.: 

• {^e#* fcc&c«ses — vu—- 

■ V/vlwM&ot Ar^ij^S 

- R* vaMS «*>. 




REPRODUCED AT THE NATIONAL ARCHIVE* 


FINOA 019 25 April 1952 

JEVKTRANDUM FOR FILEt 

SUBJECT! Research and Development Contracts - Nodical Investigations. 

1. Upon receipt of the inquiry from t&e Chemical Corps thlG office 
contacted the Surgeon General, Lt. Col. Sheoan, Legal Section, Ext. 6251, 
Room 106GA of Main Navy and he advised that they take a form of release 
from such volunteers before they are used as human "guinea pigs" by the 
contractors with the United States. Seemingly all the contracts are 
executed Tdth hospitals or universities and are generally on a cost basis; 
on occasion there is a co3t-plus-a-fixed-fee contract with a commercial 
organization. Copy of the release was forwarded to this office. 

'2. I talked to a lirs. Johnston, Surgeon General, Ext. 65111 and 
she advised that 6ho would send to me specimen contract forms. From 
her I understood that they were having considerable difficulty in 
connection with possible losses of this kind and that in general they 
are not too convienced that their contract is a good one. 

3. Than talked to Col. John 2. Wood, Ext. 65976, Chairman of the 
Research and Development Board of the Surgeon Generals office. Coli 
Wood advised that they just had a situation in which the contractor, 
the Uassachusotts General Hospital, inquired as to whether or not the 
Government would reimburse a3 a cost under the contract expenditures 
they must make to said volunteers because something iwy go wrong 
during the investigation. This matter is still ponding and has not been 
resolved. There is no special clause in the contract on this subject * 
and it is just subject to the general rules of ASPS 15, Contract Cost 
Principle. From Col. Wood I learned, that generally the contractors do 
compensate their volunteers; students and prisoners ere compensated to 
a degree and as a general proposition all persons who submit themselves 
to these tosto are compensated in varying amounts, depending upon the na¬ 
ture of the tests being run, sums involved running from $25 to $ 250 . 

The only exception is that they do not pay military personnel, and in 
that instance grant additional leave etc. Generally opealdng these 
hazards are not severe. Up to this timo they have had no unfortunate 
ocourrence that they know of. The tests are largely'quantitative rather 
.than qualitative; by that is meant that they use human subjects to find 
out what pcrcontnge of them will havo a favorable as against an unfavor¬ 
able reaction; on occasion however there la sow disease that carmot be 
tested by animals but they must use a human subject for purposes of 
determining effect in the first instance. Col. Wood advised me that 
they knew of only a couple of instances in which there has been a claim 
on behalf of anyone after signature of the so-called releases. One was 
prisoner at Illinois but that situation resolved itself because it 
was shown that the prisoner destroyed the releases and then denied that 
bs.had^signed thorn; also, the claim was made by the prisoner against the 
doctor who actually administered it and not the contractor. As far as 
the .Colonel knows nothing came of it and it was disposed of although 
. he did not know what court action took place. 
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Seemingly also vnere was one instance that occurred at Massachusetts 
General Ho 3 pit?l tr. which they were experimenting for shock treatment. 
However, that seemed to have orted out satisfactorily also. 

4. I talk-id t-n :,;r. Shetluy of the Navy insurance section and he 
was going to investigate as to what the .'Jsvy did in com;-arable circum¬ 
stances. He believed that they also took those so-called releases. 

5. 1 then talked to t!r. Fredricks by tie wire. I advised him 
that generally wa could net -provide any woriosen's compensation form 

cf policy vc over risks of this ■ ind. If the .••••lbjao'. were an employee 
of tii* contractor, then he is already covered --index* 'he workmen’s 
comp-.*ns?lion r-olicy of the contrarler. If the subject were not an 
employee, then of course It would be impossible t M work up such a 
ays ter. as he has in mlndj ’>? advised that the contractors do not 
want to consider tiiese people as employees which is undars tandable. 

In connection with use of FD-i>C2, I tcld him that it could be possible 
that this form could be used but only by employees of contractors with 
the United States. I sent to him a fc j;roup of the application forms 
and also told Isia ‘‘.at this was to/used only when f.he Government of the 
United States reimbursts-the cost thereof and that we do not intend that 
it should be encouraged because each time the policy is issued the 
Government pays the cost of it. ilr. Fredericks advised that they have 
had no difficulty in recruiting people* up to this ‘June, iie i3 not 
sure whether or not it is necessary to voluntarily extend benefits 
beyond .-orcj-ensotic-n paid tr. the volunteer. He advise-! that thi3 matter 
has bo-in current for a considerable length of time and they are merely 
giving it consideration again, iie states that they do have a little 
case now in which a contractor with the Chemical Corps wants to reimburse 
one cf the subjects for s./ue additional time he lost because he was sick 
for a longer period of time than anticipated; n3 a consequence the con¬ 
tractor wsnts v he Ax my Chemical C-*i*ps to reimburse him such expenditure 
if he makes 5 I., xh.it matter has not been resolved as yet. I also ad¬ 
vised him as te whether or not the Department cf the <rmy wants to ..o 
beyond legal liability in furnishing benefits to those people if some¬ 
thing should tske place is t matter for policy deteradnatlon by the 
Clxief of lhe Chemical Corps and perhaps the Army Chief "f Staff. V/iUi 
that he concurred. Hr. Fredericks is going to send us a cony of his 
specimen conifact and 1 advised him that I would inform him of any 
developments unearthed in our investigation as to how this :m tier can 
best 5-a handled. 


L. 11. "AKFF, Chief 
Contract Ins<:rance Branch 
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FEDERAL SECURITY AGENCY. . Public Health Service 

NATIONAL INSTITUTES OF HEALTH • B.thcsda 14, Md. 



April 30, 1952 


Sear Admiral Winfred Dana • 

Medical Corps, U.S.N. 

The Pentagon 
Washington 25, B. C. 

Dear Doctor Dana: 

In accordance with our telephone co n v e rsation of this afternoon 
I am enclosing a copy of the draft statement 'which we have developed. 
As I mentioned to yon, this is still in draft stage and we would 
appreciate any ideas that yon may have after looking it over. 

At our latest meeting we decided to delete a danse under .point 
No. 6 reading ,r and after participating investigators have also agreed 
to serve, as subjects." Despite the possible moral and ethical 
justification for such a clause, we felt that- it was unrealistic to 
make such a flat requirement. We are now thinking of substituting 1 
for that deleted clause something of this sort: "When the.investigator 
cannot in good conscience ask others to undergo a risk that he 
himself would not be willing to accept, and when his participation ' 
will contribute to the scientific value of the investigation, 
he should-agree to serve as a subject." I cannot say what our final 
decision will be on this Question, and your advice will be most 
helpful. • • 

I hope that you find this draft an aid in your thinking on this 


Enclosure 


Sincerely yours, 

Charles V. Kidd 
Director • 

‘ Research Planning 3ranch 


, mOS ■ /7- T? Oi'fob**' 

/\CC££STc*J ' -637-5 \ 

\Jolu A iiers 4 ■ 3 -‘ 

. Be* * l. 
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EE7ISED DRAET 
Ii/28/52 

i-.-fj-j Ti*AT. E2HJCIPLES UETDE2IZC3C 
ETTESmailOHS ISTOLTlSG' ITDXnil lESTGS 


^funuH|juh! rrp;^ inrolyiag b egan beings rr^ivm an±am rig nedics! 

procednres or therapy that are substantially is^sa accepted general 

nedlcal practices — are an. essential component of «wWr»«n ■gH A HAi -r - h T TWw 
nffwi'w ■Qig only naans of acqgj rlag bba nss asesssasy bo acto n tta 

preblma of tfca diseases and disorders that afOint ««- Ethical and-scientific 

«*.jsn «HrTfv?««-if:Tnn.g dictate^ bcGJBVer, ttlat tiiRcq -T 1 mini fggafr. f nrr^ w w fc i)0 rrn^ayfartfpw 

only after gg brw * thought, sndeg rigaaronsly rftr+ 1 -ncni ary* conditions, 


prsdtotailg hazards. 3ha TTawrfr> «K*yH »ii g a d? m ■»■»«» 

>jt TOS% I 9 that hiw um h n fo ffi T mu w -fr»wT-TrmnKTrv fff g fi ba «« y »W-nr»» n ^l yrOrmw 

that sesy ba ix» nam fffrffrfm (jf rr » * r »nrv * qy.qf jj»p ^CSS3l 

JgdflLlO ^gao, gw n ftflwg a , tha ren pemrfM^^fy #rf 4>o rfrprfyrfflry fHr» tT>ff jggatel 
snd mental rail being cd? pe rs ona la his cars end ftr obserranna of t!». eOt«gg eg 
Ms prcfbsslca e anrra t ba overridden by- any po £*■»-» v*. cf a ta d y cs aaw pa w^i &*•* ! *** 
la internes ted In to tha rr , . '?r~tt ign r!M^ > bataiasn the physician Atvi perscss cjstso 

Tfiihin thess general principle s, -fits fb22ssisg g ride liras, shmSd 

be considered as a grsrp, rst ba obsarradr 

1. 2ca person sho is ccscpetaab to g£ra consent to- an Isresti^tiTO 
preeecfara nest da eo. 3a nest bans legal capacity to girs conssxt a rid ba able to 
sssreisa free choice, vithent the iatsrrerticn of ary element of fbrns, frssd, 
deceit, dcress, constraint or coercion. He nea t bars sufficient teosiadgs &a 
Cti j ii ^r c hmsl on of the nature of the inrestigaticn to enabl e V»r? to saka an 
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adsratandiiis and enlightened decision. He must therefore be told the nature, 
dnratisa, and pur pose of the Geqparfssxtj the ssthod and nesns by utich It la to 
be ccndactadj th e i acog ve nisac sa hazards reasonably to be expected; and the 
effects -open hie health or person uhich can reasonably be spsetad to com froa 
his partieipatian In the investigation. Be * fT«w7d und ers t a nd, ffarthemore, that 
by Us par t i gAsatacn bo b aca a a a a cc-i n r eati ghter -a±th the physician* 

2d> Islbfl G&L8Q g£ pQ2TSCS 13 SCT&^ tiO OGQSGQ^^ ^^3 CO&i* 

sent of his legal gmonU sn-gast be sec ur ed a f t er the gua r dia n has been g £ gq > the 
t w fwww m «"h^ ootlined above. Ths orossNaH condit ions•umi* n 

. p »T» n r i w a tjfca ag e SOt CCE^jertStt to g fo *|l ffnT w fc he SBCh that 

benefit nay be ejected to' acc g a e to Us» 

*T»*» i* w i »prfri»rfM^f-fey *ryt m a w « ^ T» f= rfn-Tn^ -tJjO tjcaHty gntf .a> «f« op»-g?rrTi'fty of 

the jodgaest nado by on the consents to parftteipata 22x a amtuBplatfld iBaea t i g iw 
-^jon, fisr apBeptSagf or rejecting saeb- a consent, rests. isaKtlintFfly epea the 
_>^sician ihr the wnWrai care of the persca isvulvsd nltSsstBily 

Trpi w -araca to • chon the physician is ai fr wfrtf oi trr- a - H t mTy responsible. 

2. Ifca patient (or, in the case of a p er s ca not eeapstaxt to cheese, 
•h±a legal gu a r di an) 7a bo at liberty to -aitinhrnar h±s con sen t and to ceas^ 
pn la the study at any tine- and £br any reason, azrept vzfcas 
discontinuance -Mould dearly endanger ids health or life. 

3* tthsa studies involve bnsaa beings, the physician is obliged to 
seek, and the institution vith uhish he- is affiliated is obliged to pro v i de, 
ccscpetent advice as to the acceptability of all densnts of every proposed i£~ 
vestigatian, both as originally placed and as they evolve, in relation to < 223 
-an!fere of the patient cr subject. 
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It. J cregtig 5 rtlcg 3 involving human beings should be undertaken only 
after earlier study a? snisale, or the clear Isralsronce of gtudiea to 

humane, pr ec l ud e the probability that a definitive aassrer can be obtained by 
eerie United to anisals. Hbrecver, an i nvesti gation ahnnld not be undartaksn 
iwWT the • ha zar d to the hu rn a n psrtldpan t hm* deteansdnsd as uell as is 
reasonably* possible by earlier s t udy u±th anirsle or £bs clinical experience. 

Hie investigation should be 30 planned and ccndaoted as to avoid 
all-physical and cental sugaring and injury except that uhish is indispensable 
to the investigation. 

6 -. The p > i y vti trirm TT &^ r rrrrri'hi n for the cars of the patient terodnaie 
the ^ h wwH if io )» a n« j g> -to b elie ve that w sw W w na t . 'tnw -H uiy yasnlt in an 

isreversihla change, dt nahlfng injury or a fatal o u t come . However, in those 
rare rrl^ ' jiriLM - fcmg* ^ vh+efa rm i rr u r m fc -f gru-Mort involving Tryrr o than a UBgUgjhla 

jrcbahiiity of irreversible change, disabling injury or a fatal"ocSccne^la oca*, 
sidered, the i nv e s t i gation may he undertaken if it appears to be the‘only i*ay to 
achieve a major msdical adv 3 ic 8 , but than only aftar all alternatives have" bees 
folly exhausted, and after participating investigators have alan agreed to serve 
as subjects. ’ 

7. The investigation s h o u ld be conducted only when physical facilities 
to protect the pa t i ent are adequate, and only by scientifically and medically 
qualified per sens. The highest degree of good faith, judgment, ami care 

should be required cf those who c on du c t or engage in the investigation. 
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AIK FORCE REGULATION'| 
\ NO. 80-22 ) 


DEPARTMENT OF THE. AIR FORCE 
WASHINGTON, <1 JULY 10GU 


\ 


-.Purpose find S 
Tulicy . 


RESEARCH AND DEVELOPMENT 
Clinical Research 


Definition .. 


Kes^oiwibUily - 

-«!! 

pmcn 


Funds' 


Equipment-- 

Scientific .Reports . 


1. Purpose aud 'vSeope. Thi3 Regulation 
establishes ft program tyid prescribes the policies, 
procedures, and responsibilities for sponsoring 
and supporting clinical research at Air Force 
hospitals, dispensaries, and-..othcr clinical medi¬ 
cal facilities. It is applicable to all Air Force 
medical activities and facilities. 

2. Policy. The Air Force policy is to en¬ 
courage and support clinical research by officers 
of the Medical Sen-ire, USAF, at any. Air Force 
medical facility for the purposes of Improving 
patient care; improving clinical techniques; and 
increasing Uic efficiency of the Medical Service, 
USAF. To this end, services of consultants; pub¬ 
lication services, funds, or special items of equip¬ 
ment will be made available through the USAF 


. 3. Definition. Any research proposal 
eligible for support which promises to improve 
Air Force medical care, including examination, 
diagnosis, treatment, and care, establishment of 
new procedures or development of .new equip¬ 
ment, modification of existing methods, and hos¬ 
pital or field testing of methods or equipment. 
Such research must be performed by or in asso¬ 
ciation with medical, dental, nurse, veterinary, 
or medical service officers aa a byproduct of their 
regular duties. No additional personnel will be 
authorized the initialing activities to support 
eucb research. 

4. Responsibility; 

a. The "initiating officer/’ who .is aut horised 
to communicate direct with the Commandant, 
USAF School of Aviation Medicine, will describe 
the need for the proposed investigation, search 
the scientific literature for related studies, and 
prepare a proposed research design and project 
proposal. 

b. The base surgeon or officer in charge of 
the facility will be the "responsible officer." He 


will make every effort to maintain progress of 
approved investigations; hr. will insure that regu¬ 
lar activities of his facility are not impaired; 
and he will be responsible for utiR’ing^ equip¬ 
ment and expending funds allotH < e investi¬ 
gation. If the initialing officer . .ansfcrrnd 
the responsible officer will designate a new "prin¬ 
cipal investigator” to carry on the investigation. 

e. The USAF School of Aviation Mcdicim 
will provide funding and monitorship over tin 
program and each investigation. 

5. Procedure: 

a. The responsible officer will cmnmuiiicatt 
direct with the Commandant, USAF School ol 
Aviation Medicine, Randolph Air Force Bn«i 

__ - , Randolph Field, Texas, using the subject title 

School of "Aviation Medicine to "support ap\ “Proposal for Clinical Research, AFR 80-22.’ 
proved research. \ 'Dio proposal, in original and five copies, wil= 

'’-.contain the following information: 

\ (1) Statement of the problem. . . 

\ (2) Requirement, in terras of Air Force 

\ needs, which justifies the invesliga- 
\ lion. 

(3} Brief summary of the background o- 
\ the investigation including majo * 
'‘references to related research and i- 
statement of the expected improve- 
mbnt in the Medical Sen-ice, USAF. 
(4) Research design, which should be a? 
detailed as possible, with description 
of methods to be used, controls, w»t 
of sample, and other information 
needed for adequate evaluation by 
experienced' scientists. 

(53 Name, grade/and title of responsible 
officer, principal investigator, and 
other investigators, as well ns infor¬ 
mation regarding^advanced training, 
publications, and so* on. 

(6) Facilities, both required and avail¬ 
able, for the proposed research, to in¬ 
clude experimental aubjeots. 
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(7) Items of nonstandard equipment to be 
provided by the USAF School of 
Aviation Medicine, with approximate 
cost and suggested source. 

(8) Total estimated cost. 

(9) Duration and timo phasing of pro¬ 
posed investigations. Investigators 
will be encouraged to design research 
projects that can be completed in less 
than one year. 

b. The research proposal will be evaluated 
by the Research Council of the USAF School of 
Aviation Medicine which will notify the respon¬ 
sible officer of approval or disapproval of the 
investigation or will suggest modification and 
reaubmission of the proposal. 

c. Research proposals, when approved by 
the Research Council of the USAF School of 
Aviation Medicine, will he classified as projects 
or tasks as defined in AFR $ 0 - 13 . Projects will 
be approved by higher headquarters in accord¬ 
ance with AFR 80-20. When classified ‘as a 
task of a previously approved project, the action • 
of the Research Council will be considered final. 

d. Those invcs< i;yilions approved may be 
aided with funds to the extent available and/or 
With special items of ctpiipmcnt. Such funds 
and items of equipment will be utilized solnly 
to carry out the approved research. 

e. 'flic USAF School of Aviation Medicine 
will provide all necessary research and develop¬ 
ment project, data to the Commanding General, 
Air Research and Development Command, in 
accordance with AFR 80-7. 


6. Funds. Funds may be made available to 
the medical officer in charge of the facility where 
the research is to be accomplished by AT Form 
No. 405, "Obligation Authority," citing the fund 
account to be obligated and stipulating the pur¬ 
pose of expenditures, amounts, and time limits. 
No funds will be made available for hiring addi¬ 
tional personnel or for travel nor will there be 
auy prorating of personnel costs between two or 
more fund areas. Responsible officers or investi¬ 
gators will not enter into contractual agreements 
with outside agencies for purposes of performing 
portion* of the investigation under the provi¬ 
sions of tide Regulation. Contracts mnv be let 
only with the approval of the USAF Scho of 
Aviation Medicine. 


t. Equipment. Nonstandard and special 
l^ms of equipment may be purchased by the 
UbAi School of Aviation Medicine mu! shipped 
to the using activity. All items of equipment 
procured under the provisions of this Regulation 
win be transferred to the USAF School of Avia¬ 
tion Medicine, at its direction, upon completion 
or termination of the research. 

ft. Scientific Reports. Rcsca-.1 accom¬ 
plished will be included iu the fee! ■ ..1 reports 
of the TJSAF School of Aviation M. divine and 
recognition will be accorded both author and 
organization where the research was accom¬ 
plished. Subsequent publication in military or 
civilian professional journals will be encouraged. 
Progress reports will he submitted ns required 
by the USAF School of Aviation Medicine. 


By Oiidku op the Skcketauy op the Am Fokck: 


OmciAu: 

K. K. TIIIEI3AUD 
Colonel, USAF 
Air Adjutant General 


N. F. TWINING 
Acting Chief of Staff 
United Slates Air Force 


DISTRIBUTION: 
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SM-2077-52 
3 September 1552 


ncn I'r^fL <•»•*» . » . 

' 1 l . . ji/«/o I'ioQIO 

MEHCRANDUM PCHi Chief of Staff, U.S. Any lAulftr-*,' - 

Chief of Naval Operations 1 r . ...nM/n 

Chief of Staff, 0.3. Air gorcfflv OjL!2-MARA. 0ae — -' 


Subject: Security Heasurea on Chemical Warfare 
and Biological Warfare 


1. The Joint Chiefs of Staff have considered the recommen¬ 
dation by the Secretary of the Air Force that action be taken 
to "tighten security measures on Chemical Warfare (CW) and 
Biological Warfare (EW) but not to extent of over-classifi¬ 
cation with the resultant damage to our accelerated program". 

In connection with CW,- the Joint Chiefs of Staff note that 
only part of the field of CW pertaining to nerve gaseo is of 
such sensitivity as to require a special guide for its 
security classification and therefore the term CW as used 
herein applies only to the nerve gases. The Joint Chiefs 
of Staff note that information concerning BW and CW is being 
more widely dlssominatcd than is necessary or is desirable 
fro m a security point of view. The Joint Chiefs of Staff, 
after examining- the current over-all policy on security 
classification of military information and the security 

classification policieo concerning BW and. CW, agree that the 
policies furnish adequate guidance for safeguarding these 
areas of information and conaider that within the framework 
of the existing policies action can be taken to curtail 
unnecessary dissemination of BW and CW information. Accordingly, 
the Joint Chiefs of Staff are of the opinion that, in the 
interest of increased security, responsible agencies should 
re-examine their procedures for implementing the current 
pollcias and keep under continuing review the following: 

a. Measures to insure adequate classification under the 
presently effective over-all security classification policy 
and the specific security policies governing classification 
of matter concerning BW and CW. 

b. Measures to insure that classified BW and CW docu- 
• ■- Benia and information are made available to authorised 


e££SET v. ’ " 

• ir* s * 

SECURITY INFORMATION 



COteED: 
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personnel only on a "need-to-know” basis with deteralnatlon 
In each ease reserved to the highest practicable level of 
command In each Service concerned. 

2. The Joint Chiefs of Staff further consider that respon¬ 
sible agencies should: 

a. Impose stringent controls over visitors to activities 
Involved In the HU and CW programs. Visits by Individuals 
or groups for Indoctrination purposes should not normally 
be authorized. Rather, consideration should be given to 
devising a means to conduct essential Indoctrination pro¬ 
grams at places other than where 3W or CW research and 
development work la being performed and possibly by 
personnel not directly concerned In this work. Conversely, 
this should not be construed to exclude personnel who are 
actually engaged In the furtherance of the 3V and CW 
pFOgrJUQS • 

b. Maintain under continual surveillance positive - 
measures to Insure thorough security Indoctrination of 
all personnel, and in particular, civilian scientists 
assigned to the BW or CW programs. And further insure 
that all such personnel are debriefed prior to assignment 
to other duties outside these fields or upon termination of 
employment In connection therewith. 

e. Impose a time-lag on publication, sufficient to pro¬ 
vide security for current research, when reviewing BW and 
CW material prepared for unclassified publication by person- 
. nel Connected with the BW or CW programs. 

d. Insure, insofar as practicable, that all published 
articles stemming from the BW or CW research and develop¬ 
ment programs are disassociated from anything which might 
connect them with D.S. military endeavor. ' 


Copies to: AB3t C/S, G—3 

Secy to CNO (JCS) 
Direetor/Plans, AF 
Commandant Marine Corps 
Director, J/S 


For the Joint Chie^jgT^Staff: 
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Applicability of Section 5, Public lew 
UBDDH 557 - 82nd Congress 

Chief, Legal.Office lrrie&^o!reSs7J$idemlolog- 14 Oot 52 

SCO leal Board Col HapalsJd/65997 


1. The Armed Forces Epidemiological Board has raised tho question as to a 
practical problem in conjunction nith Public Law 557 - 82nd Congress. Under its 
sponsorship, the Aimed Services are supporting crucial medical research in which 
hmum volunteers in Federal and State prisons ore involved. 

2. The particular question that has been raised is whether Section 5 of the 
above cited Law is applicable to afford relief to the immediate dependents of such 
prisoner volunteers when as a result of these experiment they should die. 

3. It is requested that Information be furnished upon which to base a reply 
to the questions aalced by the Board, and Information as to how, if it is applicable, 
such provisions can be made in the contracts. 

FOB TOE ARMED FORCES EPTDE4IOLOQICAL BOARD* 


In cl. 

Cpy P.L. 557 


ADAM J. RAPALSKI 
Colonel, M, C. 

Administrator, 

Armed Faroes Efcidemiologioal Board 
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jSSORaaDUK FOR: rESLERS Oi’ T'iE AEiffiD FORCES EPID2!;I0L0uIC.'iL BOARD 
DIRECTORS OF ALL COiLISSIOMS 

SUBJECT: Applicability of Section 5, Public Lav: 557 - 32nd Congress 


1. A3 instructed by the Board at its Fall Heeting an inquiry was directed 
to the Chief of the Legal Office as to the applicability of Section 5, Public 
law 557 - 32nd Congress in affording relief to the immediate dependents of 
prison volunteers. 

2. The following reply has been received: 

"This law does not directly affect the prisoner or next-of-kin. This 
law is designed to indemnify contractors against any liability resulting from 
injury to persons or damage to property arising out of the direct performance' 
of a research and development contract. The sense of Congress, as taken from 
the legislative history of tids act, is as follovrs: 

•Section 5 provides authority for the military departments to 
agree to indemnify contractors against liability and loss resulting from injury 
to persons or damage to property arising out of the direct performance of a 
research and development contract., to the extent that such losses are not 
compensated by Insurance or otherwise. In many cases, contractors are re¬ 
luctant to undertake a research or development contract involving extremely 
hazardous new developments without securing adequate protection in the wait 
of liability resulting from claims made as a result of damage from those 
experiments. Ho provision can be made for such protection by including a 
reserve in the contract price, and the cost of insurance, if at all obtainable, 
would be prohibitive.. The solution is for the Government to agree to indemnify 
such a contractor, subject to the safeguards provided in tills section.' 

’From the wording of the lav:, and from the above quoted legislative history, it ■ 
can be determined tliat tills provision was aimed at private contractors as 
distinguished from Governmental agencies. It is aiued at those functions or 
eperiments which arc unusually liazardous for which the contractor cannot'-obtain 
liability insurance, and it is a direct indemnification to the contractor aid 
not to the individual human guinea pig. The charge of claims, therefore, would 
be for the next-of-kin of the deceased person to make a claim against the 
contractor. In such an instance, the contractor is liable and,'should he be 
forced by decision of court to pay on a judgment rendered in behalf of the 
next-of-kin, then, under the law the Government would reimburse the contractor 
for the amount of the judgment. 11 
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MEDDIf Applicability of Section 5, Public Law 557 - 82nd Congress 


“The wording of the law indicates that the provisions of Section 5 
would extend to prisoners and their next-of-kin. This can be deduced from 
the quoted part of the lave as follows: 

•7/ith the approval of the Secretary concerned, any contract of 
the military departments for research and development * *■ * (1) liability or. 
account of claims * * « by third persons, including employees of the con¬ 
tractor, for death, * * *•' “ 

“If a contract for such research were entered into by the Armed 
Forces with another Governmental agency, it would seem that there would be' 
no need for a clause in the contract to indemnify the contractor. In this 
case, the contractor being another Govarnmental agency, the Government only 
would be liable. If such a contract were let to a private concern or 
establisliment, then such a clause of indemnification would be entirely prop: r. 
In such an instance, a clause modeled in substance as follows, would be 
appropriate: 

■It is hereby agreed tliat the Government will indemnify the said 
contractor against either or both of the following, to the extent that they c. 
arise out of the direct performance of said contract and are not compensated 
by insurance or otherwise: (1) Liability on account of claims (including 
reasonable expenses of litigation or settlement of such claims) by third 
persons, including employees of tho said contractor, for death, bodily injury, 
or loss of or damage to property, arising as a result of a risk defined in the 
contract to be unus ually hazardous: Provided, that the contractor shall 
immediately give notice to the Government of any suit or action filed or. any 
claim made against the said contractor, with respect to any alleged liability 
for such death, bodily injury, or loss of or damage to property, and for 
control of or assistance in the defense of any such suit, action, or claim, by 
tho Government, at its election; and (2) loss of or damage to property of the 
said contractor arising as a result of any risk defined in this contract to be 
unusually hazardous: And provided further, that no payment shall be made by 
the Government under the authority of Section 5, Public Law 557 - 32nd Congress, 
unless the amount thereof shall first liave been certified to be just and 
reasonable by the Secretary concerned or by an official of the department 
designated for such purpose by the Secretary'. 1 “ 

• 3‘. Tho Medical Research and Development Board, Office of the Surgeon 

General, Department of the Army, proposes to use the above clause, or one very 
similar to it, as soon as it is approved by The Judge Advocate General, in 
drawing up future contracts, and in modifying old contracts as they are 
renewed to include this added clause. 

FOR THE ARMED FORCES EPTDEHCOIOuICAL BOARD 


L ADAH J.^RAPALSKI 
Colonel, M. C. 

Administrator, 

Armed Forces Epidemiological Hoard 
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Washington, D.C. 


COMMITTEE ON CHEMICAL WARFARE 

Transcript of the Fourteenth Meeting 
Held 10 November 1952, in Room 3E-1060 
' The Pentagon 
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' 1aa’iwe -hone' to- .them, but I*d be glad to have your- cenaonto 
■'“Tea. aa7 one of them. 

COLORED B&gUS S- We have no diani^raeaent, I don't . 
believe, with any of these. I thinlr there is a little ln- 
conaistenoy in Paragraph 33, though, when we come to that. 

THE CEAIHI-lA2I:*If there la nothing on 31 or 32 - 

DR. VORTELET: Mr. Chairman, Paragraph 31 maJcee 
reference to proposals under consideration by the Armed 
Forces Medical Policy Council . 

Since this was written — in fact Just the other day — 
we received from the Medical Armed Forces Medical Policy 
flounail, a statement of their rec omme ndations to the 
Secretary on this matter, and these are being circulated 
to- the Bdb oomrittees concerned for consideration and 
comments. It Just happens that they strike us, you might 
say, at tha psychological moment, and I wonder, in con¬ 
sideration of this question, which is a rather important 
one, in the program, if you’d care to have this document 
of the" Armed Forces Medical policy Council read? 

TEE CHAZEIITJI: Is it long? [Daughter] 

DR. WORTIELZT: About a page and a half. 

TEE CEA.IEII12I: Are you agreeable, gentlemen? The 
answer is yet. All right. 

DR, VOSTELET: Th^x. is on the subject of the use of 
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u. hu m an volunteers in esc peri sant al rese arch. Cas'borr- - 

advises Hr. ^hitman this way:_"The attached, recommendations' 

and supporting conditions pertaining thereto are forwardati 
Tor your inf creation and comment. The Medical Policy Council 
approved the adaption of the recommendations. at the 13 
October 1952 oaetihg. These are the recommendations: In 
view of previous reconraandations of the Medical Policy 
Council that human subject be employed as the only feasible 
naans for realistic evaluation and/or development of 
effective pr eventive measures of defense against atomio and 
•biological' or chemical agents. The'Council further recdenar" 
that the following policy be affirmed with respeet to the 
participation of. personnel of -the Armed Services in the 
atonic, biological and chemical* warfare research pr o g r a ms; 

(1) By reason of the basic medical responsibility In 
connection with the development of defenses of all types 
against atomic, biological and/or ahesiaal warfare agents, 
Atared Services personnel and all civilians on duty at 
installations engaged In such research shall be permitted 
to actively participate in all phases of the program. 

Such participation shall'be subject t® the following 
conditions: (1") Voluntary consent of the human subject 

is absolutely essential. This means .'that the person in¬ 
volved should have legal capacity to give consent and should 
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be- • sasitua.tad an Co be able to exercise free power or 
> ..'chbicfiT^rSTb'ut *whe intervention : of any element of force,* 

1 . *i'uua/'(3ebelf, /duress - "ove*freaciiinc7 or~cther~ultarior 
of constraint or coercion. He should have sufficient 
knowledge and comprehension of tho elements of the subject 
matter involved as* to enable his to make an understanding 
decision. This latter element requires that before the 
acceptance of an affirmative decision by the experimental 
subject, there should be made known to him, the nature, 
—duration and purpose of the experiment, the method and 
means by which it is to be eonductod, all inconveniences 
and harards reasonably to be.expected, and the effects on 
his health or person which may possibly come from his par¬ 
ticipation in the experiment. The consent.of the human 
subject, shall be in writing. His signature shall be affixed 
to a written instrument setting forth substantially tho 
aforementioned requirementand shall be signed in the . 
presence of at least one witness and shall attest to such 
signature in tnriting. The duty and -responsibility for 
ascertaining the quality of the concent rests upon each 
individual who initiates, directs or engages in the 
experiment. It is a personal duty and responsibility 
which may not be diegated to another. 

(2) The experiment should be such as to yield fruitful 
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*—*■ results for the good of society, unprocurable by ether ■ 

cathoda or conns of study, and n ot rsndcc and uma oeasary 


ia necessary. 

■ (3) The experiment should be so designed and baaed 
<^^L.ca the reaulto of.aniaal experiments and & knowledge of 
^^^^u»inatural, history, of- the disease or other problems under’ 
that .tha antioipated results' will Justify "the par- 

K gskorsanai: of'tha. experiment. 

- ■ 

gffijgj pf yt? ~ Tha experiment should be so conducted as to avoid 

T Mpap ^’* 


oessary;.physical and mental suffering, 

5)iHo c sxporiaant, should be conducted where there is 
^^^^£oa.Jtp : . bsli« , re - that death or disabling inju. 

dSSB*§S^ s - - - 

> ^|SbS’-a8SsWv.ofrj?±ak- to be- tafrnn should never excood 
had;,by„thar humanitarian importance of the. 
^ ^^ ^.^glyed. >Ji tha. experiment. 

IlJwpax;.preparation should be made and adequate 
.to protect tha experimental subject 
|mo tempos a i b ili t: • of Injury, disability 

Mmta' A wld be conducted only by 

I|!g8g§^£^ri*£-. . 

?he highest degree- of 
throa Sh all stages of the 

mss&®-fc v . t 

or « n S a Slns in the experi' 
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’■ (S) the course of the gxpo rime nt, the h ur»°- 

sublet shall be at liberty to bring the experi=ent_to an 
end IT he has reached the physical or mental stage where’ 
the continuation or the experiment seems to him to be im¬ 
possible 

(10) During the course of the exp eri ment, scientists 
In charge must be prepared to terminate the experiment at 
any stage IT he. has probable cause to believe that the 
exercise of good faith, superior a hi 11 and careful judg- 

• meat required of him, that a continuation of the experisant 
fi lllcely to result In injury, disability or death to the 
experimental subject. 

(11) Whereas, prisoners - Incarcerated In field_ Insti¬ 
tutions, may and have been used if the required conditions 
are met, prisoners of var will not be used in human experi¬ 
mentation. " 

DS. JQEftSTCHZ: If they ean get any volunteers after 
that X T m all In favor of It. 

. [Liughtorj 

THE CEUEimi: Yes, Colonel Eayliss. 

C0L0HEL 3A.Y1ISS: I might point out that we have 
been running voluntary experiments for a long period of 
time. Ve do have difficulty in getting volunteers-. Most 
of the voluntoers are from our own medical laboratories, anc* 
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whan we try to go outside or medical laboratories, wa have 
. -great difficulty, hut we gotten -volunteers Tor a Un ited _ 
-isccher of-empesissata that we. have. .._conducted_,_no3tly f rom __ 
our own group.The moment wa try'to go out or our own plaae, 
even for an experiment that there is no .danger at all, go 
to coos thin g nv» the Tr ainin g Command, we are immediately 
turned down. It takes too much tine and they can't he 
.bothered with it. That always happens, and it doesn't really 
give us any naans of obtaining volunteers, other than 
medical laboratories, but it sight be difficult to say 
that there was no coercion used. They- worked. there. Tfcflir 
salary depends upon it. 

If we go ever to Chemical and Bad!ologisal Laboratories, 
'we getno volunteers. IT we go*to'Research and Engineering 
Command, we get no volunteers, Yithin orur own' place, though, 
we do get some. [Laughter]. 

. How there is no reward for volunteering; that's the 
whole thing. The san who is an offioe nan, he doesn/t 
get a day ofr. There is no mechanism hereby we can get 
them. Ve can't get any extra pay for then. If they should. 


for some reason, die during these experiments, the people, 
I might point out, have died from s’uch things as injecting 
minute amount of novocain. S m a l l amounts of ether will 
hv» an individual who is sensitive to it. you never know 
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wnen you are goang to run into sonauos; 5 '.r.o is sensitive. 

..la .there any jr.-ote ctlon__ for SJwL.can.*.:ho ."dies during_ 

:-aa_ex n ar1 mea t, eygn. though. there - io relatively JLittle _ 

danger, or Is there any protection Tor ‘the experimenter 
In the legal courts? That is the who la thing that makos 
it difficult to run these experiments, especially, on a 
wholesale scale like a one people think they should be run . 

If a nan dies on your hands and you are sued for $100,000 * 
who pays that? That is one thing, and also, if he dies, who 
supports your relatives that -need supporting? There aro a 
lot questions of that nature that are not answered by such 
•things as that. I think that there is always difficulty 
in getting volunteers. 

*TEE CHAIHIJAT: The 'British"use a’different system, dan't 
they?They take troops end assign volunteers; 

COLONEL SAYLISS : That’s right. They do have a systen 
of rewarding now. That is, thoy pay them so much money and 
it isn't any large sum of money, but thsy do have a systen 
of rewarding, but we don't have such a system. 

DR. UORT HIZ I: Do they have all these restrictions? 

Are’ they as much concerned about the legal aspects- 

COLONEL HVniSS: I would think so. They don't rur. 
experiments that are extremely dangerous. I think we run 
experiments that are practically up to the sane level of 
danger, but we d.on't'rss^them inthe sane large numbers and 
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...me do not have the volunteers. coming in.at all tires. I r 
don't know whether they have any greater prdteatfoh,'either 
Tor the volunteers or Tor the experinsentors I "I "think they 
ore about the ease. 

DR. W0RTHLZ3T: This ‘document I Just read ran considered 
by the cosnittee onHuasea, Hesources at their meeting cn 
Friday, and there cane in Just a few ninutes ago this 
communication from-them on the subject. It has their 
reflections cn this natter of the use of hunan volunteers, 
IT the Committee would like it read. 

THE CHLIRMAHx IT it is not too long. 

DR. VORTEIZY: Ho, it is Just about a page.' 

All right. Here it is. The Proposed Hse of gttm a n 
Tolunteers. ’’The paper under consideration was presented 
to a-selected nunber of the members of the Hunan Hesources 
Committee for discussion. The following analysis of the 
possible problems which may arise a nunber of reeoEsaen- 
'dationa were nade: (a) that every consideration be given 
to the* .full exploitation of the law primatesparticularly 
of the anthropoids, for experimentation of this sort. 
pr*oper attention should be given to the needs of financial 
support to maintain a supply of animal subjects, particular 
anthropoids, since the supply of such subjeots of extreme 
concern in providing tools for such research in this cour 
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• (b.I_.th2t the psychologists need to lxicv; a great deal sere 
-about -the necessity for. using humans ; at all, since acai- 
^wfes-irtvolvlrig hums7! ,_are .known to.Jhg.ve oc curr ed in the 
data available •!from such accidents can presumably be utilised, 
'(a) if such experiments are conducted, psychologists ■ would 
like to isposo certain conditions for such experiments, par¬ 
ticularly since the stress condition is not believed to be 
a true one and may well interfere with the elicitation of 
adequate data and information; (d) the experiments, whether 
a nim a l or human, if humans are to be used, should not be 
or a random or similar nature, end should include, where 
appropriate, psychologists as members of the research 
group, sinoe attitudes of general behavior of the experi¬ 
mental subject will be * involved, and psychologista are vary 
much• concerned about such studies;, (e) due consideration ' 
should be given to the maintenance of safeguards in cruoh 
experiments in the event human volunteers are used, and 
some incorporation of a statement in policy document which 
would indicate (l) the Government's liability in such 
situations, and (2)'the insurance benefits which may 
accrue the. individual or to his famil;-, in the event of 
accident or death." 

THE CHAZHIIHI: Well, gentlemen, what position do wc 
want to tabs with respect to this Paragraph 31? r" wonde- 


271 




R£?RO;;l CZZ aT TKi .. ~ 

R 



..if it would be helpful to us to have the'suggestion which 
HSHIoriel'Raylisa would have- on-this ^.Colonel Haylias, do 
you have" anything' that you-want. to cuegest to__us_? You 
have th la ParaGraph 31 before you, do you? 

COLORED EfiYLISS: Yes, sir, Z aa in agreement with tills 
paragraph. 

THE* CH&IRIBUT: You are In agreement. Well, la there 
anything that the Committee would oare to do to' ltf It 
Isn't quite In line with what — In view of the statement 
"we had read to us, I suppose that they are under con¬ 
sideration, but "I suppose that's the statement that's 
at Issue, Isn't it? 

•DR. VQRTRESY: Yes, that's this statement here. We' 

t 

inew that they were considering some thing, but we didn't 
have.the finished paper. ' 

DR. ADSTCT: I think we can let this stand as it la. . 

THE'CHHKlA2Tx Is the' Committee agreeable to let it 
stand as it is? 

COLORED CATHZR: Hr. chairman, I think that, possibly, 
we might add something to this underlined portion. Inarm* e;: 
as it's been indicated that these volunteers aren't pro¬ 
tected, legally, and get no pay for it, you night add 
something to tills effect, and provision be made for 
hazardous duty pay to volunteers whore it is determined 
that this is a ppropriate-* 
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COLONEL FINCH: According to -what the .‘Medical Policy 
•"Council"'put- out you. can't do it ir. there.is any hazard. 

• X mean, they state you can’t do it'Tf there" 1 s ahy~SNinae •— 

COLONEL BAYUSS: I th5£Tt ^ht~be~dirrrcuL trt o ~g gt - 
it through on that hazardous duty thins because you run 
into all these requirements thht say it must not be 
hazardous. Well, there is a hazard in everything you do, 
including crossing the street, and Just being any place 
is hazardous at times, so that I think: it has to be soma 
method other than that, and there are large numbers of 
groups that are tr£ng to get this hazardous duty pay. 

This will be Just one more’ among many groups that are 
trying to get it and all that it's going to do is to make 
it“more difficult for.those people who are .already getting 
hazardous duty pay. It will Just thrown them all out, 
eventually. 

TEE CHAIRMAN: Colonel Eatlin, you had something? 

COLONEL EATLIN: I‘d like to taka the other side to 
what Colonel Bayliss said. You ask a man to go into a gas 
chamber filled with GB without a gas mask. It's hazardous 
getting him to walk through that door and he is entitled, 
for the moral courage of walking throughthat door, for 

hazardous duty pay. Nobody is forcing him to do it, and i 
is a hazard..^.It's not like valJdng across the street. 
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One of thp ways of getting a good supply of volunteers 

Is to make It profitable'- for then to risk tiieir - «iv«s;-—yo 

have had accidents. It^could happen'," that "before that — • 
? 

goal was opened up again, the can got out. Hia life would 
be gone, or he might be left an invalid. 

Volunteers'* could be encouraged vary much' by reeompensi 

C0LQ1ZEL BAILISS: I agree with what Colonel Eatlin has 
said, except I don’t know whether you would be able to get 
it through. 

DR. JOHNSTOHS: There is xxj harm in recommending it. 

COLONEL amas s* I thirty there is some requirement 
that they spend six days there out of the month, or r 
thing like that. I don’t know whether they have to apes— 
six days under experiment during the month to collect the 
pay or not. All those little things ought to be ironed ou- 
Does a man get hazardous duty pay for an entire month for 
a single day, or does he have to be in six different 
experinsnts during-the month? 

DR. JOHHSTOHE: I am not sure that everyone in the roc 
realizes the importance of this. Dr. McGee Harvey pointe 
out last week that we will not make progress In a lot of 
these toxicity studies unless we make experiments with 
human volunteers. 

For instance, the question which is mentioned ir 
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;a -Bg g?ft ta n aou s affa o.ts .of..G3,_has come 'Up Jus.U. because -the 
.. gpifcUh .made such experimentsand so. .this.is a aw ^nn , ^ • 
tiling. I don't see any reason why the Committee should not 
make strong recommendations. The faot is, both the Sritish 
and Canadians do extensive experiments with huaan volunteers 
in mass . It isn’t a problea that oaa be solved by one or 
two experiments, and if we can strengthen this thing 
somewhat along the lines that Colonel Gather has suggested, 

I think it would be well worth our effort and time that 
we have spent on ic. 

COLORED mrCEE: I wanted to datarmine from Colonel 
Cather, specifically, the mention of* the word "hazardous “, 
whether this was [portion inaudible] or submarine pay, etc., 
or is this another type of hazardous duty pay? 

COLORED CATHER: I had in mind soma similar type of pay. 
However, I think it could be modified to state something 
as "an appropriate' reward, monetary or otherwise." 

DR. VQRTHLET: X have been trying to put soma of these 
thoughts in language here, and thought of the possibility 
of adding a phrase "be brought to the attention of the 
Armed Ported Medical Policy Council, and that provision 
be made for a system of rewards for such volunteers and 
for ... of Government liability in case of accidents to 
include insurance coverage^ 
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COLO NEL 3AY1I2S: I think .that would "be perfect.. - 
• " ttts 1 t 3 that‘agreeable te the Committee? 

I taka'*it there la no disagreement. We-can pass on. 

. C0LQ 1TSL FINC2Z: How much work haa been done with 
anthropolda with GB? Has' that bean exploited to the 
fullest? - 

COLONEL BA YLISS : Ve uaed conalderable numbers of 
monkeys, not G3 chimpanzees. We haven*t used chimpanzees. 
They are much more difficult to obtain. Vfe could use soma. 
Ve used considerable numbezs of monkeys. 

IS. JOHNSTONE: T might point out the Germans used 
chimpanzee — apes, they call them — In testing of 01 
during the . war. 

COLOHEL B1YLISS: Ve’d be very glad to use them. 

DR. JO HHS TONS: Is this natter of apes and monkays 
something we can leave to the experts? Paragraph recommands 
more attention be given to chemical warfare. 

COLONEL CAT2ZR: The second paragraph in 32 is contrary 
to what the panel Pat down. 

DR. JOHNSTONE: Are you referring to the psycho-cgeaical 
fields,, colonel c ather? 

COLOHEL CATHER: Yes, sir, CPT107/2, Page 2, Paragraph 1, 
"The figure h ff* been rounded off to 100, for men at rest.. 

It has been established in man that the same per cent of ... 
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12 November 19$? 


memorandum for the vice ouukan, rdb (dr. fiotd l. miller) 

SUBJECT: Human Experimentation 


1. Jtt its seventeenth meeting 30-31 October, the Committee on 
Medical Sciences briefly discussed the problem of human experimentation. 
The committee agreed that before it could issue or endorse any policy 
ststsraent on this subject, it would want to have the matter studied by 

a special ad hoc working' group which would report to the committee. 

The* committee is cognizant of the fact that human experimentation has 
been carried on for many years by capable investigators. To issue a 
policy statement on human experimentation at this time would probably do 
the cause more harm than good;- for such a statement would have to be 
"watered-down" to suit the capabilities of the average investigator. 

Thus, it would be restrictive to the exceptional research worker. 

2. Human experimentation within the field cf medical sciences has, 
in years past, and is at present governed by an unwritten code of ethics. 
This code of ethics which" is administered informally by fellow workers 
in the field is considered to be satisfactory. 

3. To commit to writing a policy on human experimentation would 
focus unnecessary attention on the legal aspects of the subject. The 
Isf-aL aspects have in months past, and are currently receiving intensive 
study by" the united States Public Health Service, idiich will shortly open 
s new Clinical Center devoted tc human experimentation. One of the main 
i-cues involved in the discussion cf the legal aspects is whether the 
human volunteer is truly a volunteer, or whether he is motivated to 
"volunteer" by the perquisites that he assumes, rightly or wrongly, will 
accrue to him as a result of volunteering. 
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The results of the research activities of the investigators are 
published in the professional, scientific, and technical journals so that 
information so derived can be made available not only to other VA personnel 
tut to the interested professions as well. In this maimer the public, at 
large, nay benefit from the research achievements within the VA Research 
Frogram. A surprisingly large number of these publications indicate a joint 
authorship in which one of the authors is a full-time employee of the 
Veterans Administration and the other is a umber of the faculty of the 
medical school or university associated with the VA hospital. This is 
but one of the many evidences of a community of interest-that contributes 
so much to the Medical Program of the Veterans Administration. 

There have, unfortunately, been times vhen some of our associates 
have been a bit neglectful of giving us proper credit for work they have done 
in close association with bur research workers. While we are not pleased when 
this occurs we do have the satisfaction of knowing that we have contributed to 
their success through our cooperation and participation ani that they have 
inadvertently paid us a .compliment, even though not widely-advertised, by 
thinking so highly of. -our contribution that they .would like to "hog" the. 
credit for it to themselves. 

In general, we encounter much the same problems of human relations * 
that characterize comparable situations within medical schools and university- 
hospitals. Fortunately, we do have a minimum number of instances wherein a 
senior■person may try to get his name on all publications within his service 
(in a medical service or department), regardless of the-validity of his con- 
tribution. thereto. The Research Committees serve .an important and beneficial - 
influence- in moderating these abuses which, if not moderated, can have a most 
disturbing influence on- the .attitudes and the.morale of .the other research 
workers. I mention this only to point out that we are■ concerned with many of 
the same problems with which deans of medical schools and heads of departments 
in universities are concerned, . •• Sometimes these problems can..b.e. most 
disconcerting to the responsible research administrator...Within the VA Medi¬ 
cal Research Program we are rather ..fortunate because -there .has been displayed, 
as a general rule, an exemplary spirit of fairness and sportsmanship-like 
attitudes in such matters-; 


PART II 

VA RADIOISOTOPE PROGRAM 
HISTORICAL 


During tte Fall of 1946 and the Spring of 1947, General Paul- Hawley, 
who was then Chief Medical Director, became deeply concerned about the problems, 
tint atomic energy mig ht create for the Veterans-Administration due to the fact 
that the Armed Services were so actively engaged in matters of atomic energy. ■ 
After consultation with the representatives of the Manhattan Engineer. District> 
General Hawley convened a conference within his office to oonsider this matter.. 
The conference, held on August 7, 1947, was attended by Lieutenant General Leslie 
R. Groves, USA, Commanding General, Manhattan Engineer District; Colonel James 
Cooney, MC, USA, Chief Medical Officer, Manhattan Engineer District,; Major 
General Raymond Bliss, USA, Surgeon General, U. S. Army; Rear Admiral W. L. 
WiUcutts, MC, USN, Deputy Surgeon General, US Navy; Major General Male an Grow, 
Air Surgeon,"tj.S.A.F.,; Surgeon General Leonard Scheele, U. S, Public Health 
Service; General Hawley and myself. General Groves described, in general. 
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characteristics that these problems might include and-then stressed the 
importance of having personnel trained, qualified and Equipped with tho facilities 
required to meet them. . •*. 

General Hawley then requested Doctors Stafford Warren, Hyraer L. 
Friedell, Shields Warren, Hugh Morgan, and Perrin. Long to constitute a ' 
committee to advise him on matters of atomic medicine and to" make reccm— * 
mendations as to what steps should next be taken to meet the problems 
discussed at the August 7th conference. 

On September 5, 1947, this committee held its first : meeting. The 
Veterans Administration was represented by General Hawley and- myself. At this 
time the objectives of the Atomic Medicine Program were formulated and the 
broad aspects of a scheme for establishing a radioisotope progranT'to support 
the more inclusive Atomic Medicine Program were drafted. - The advisory committee 
was given the name, “Central Advisory Conanittee on Radioisotopes", as it was not 
desired at this time to publicize the fact that the Veterans Administration 
might have any'-problems in connection with atonic medicine especially the fact 
that there might be problems in connection with alleged service-connected 
disability cl aim s. 'The committee recommended, (a) the establishment of _an • 

Atonic Medicine Division within the Department of Medicine and Surgery and the 
appointment of a Special Assistant for Atomic Medicine to head up the Division 
and to represent- the Chief Medical Director in the handling of atomic medicine. . 
matters, and (o) the establishment of a Radioisotope Section to implement a 
Radioisotope Program. It further recommaided that, =-for- the time being, the 
existence of an Atomic Medicine Division be classified as "confidential" and 
that publicity be given instead to the existence of a Radioisotope Program 
administered tlirough the Radioisotope Section. General--Hawley to ok-affirmative 
actions on these recommendations and it was in the manner, described t'h’at the 'r * ‘ 
Radioisotope Program was initiated in the Fall of -1947.•— • : 

The uniqie qialifi cations of the members of-the Central -Advisory 
Committee^on Radioisotopes merit- consideration; ' Doctor Stafford Warren, now' 

Dean, Medical School, University of California, L.qs .Angeles, was formerly Chief- 
Medical Officer /'Manhattan Engineer District (1943.-1946). .Doctor Hymer Friedell, 
now Professor of Radiology, Western Reserve Medical School, was Deputy Chief 
Medical Officer, Manhattan ZhgLneer District (1943-1946).'•.-.•Doctor Shields Warren, 
now Professor of Pathology, Harvard Medical School, was Director,•'•Division of 
Medicine and Biology, Atomic Energy Commission (1947-1952). Each of these 
individuals, had participated in one. or .more atomic bomb tests in' position's of *'; 
senior responsibility. Doctors Morgan-.-and Long have, for many years') : been 'leaders 
not only in academic and civilian medicine but in military ns die in e as wbli.' f’ " 

The Radioisotope'Program .was initiated in the Fall of - 19 m-?; 'Most ''of 
that Fall was spent in planning. The first radioisotope laboratory was. opened 
at VA Hospital, Van Nuys, Calif.,. in February, 1948, .under UHe-direction -of" 

Dr. M. E. Morton, one of the pioneers in. research with radioisotopes ,- at the 
University of California. This was but a few months after radioisotopes became, 
generally available for medic al purposes .by-the .Atomic-Energy Ccmmissiori. 


GESISRAL STATEMENT OF OBJECTIVES ABE PRINCIPLES 

A major objective of the Radioisotope Program was, from the very 
beginning, to provide the Veterans Administration with qualified professional, 
scientific, and technical personnel, as well as the specialized facilities, 
required, (a) to meet the varied and unique problems of atomic energy that 
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Bight be of concern to the Veterans Administration, particularly in respect to the 
problems associated vith the study and analysis of alleged service-connected 
disability claims, and (b) in connection with certain responsibilities that the 
Veterans Administration may have in civil defense. Much of the support far the 
Radioisotope Program has been predicated on, and Justified by, the implications of 
this major objective. In this respect, it differs somewhat from other activities'., 
carried on within the VA Medical Research Program and supported from research, funds 
(Program 8200). 

The specific objective of the Radioisotope Program has been, and is, to 
employ radioisotopes within selected hospitals of the Veterans Administration, (a) . 
in medical research, (b) in clinical diagnosis, and (c) in the medical treatment of 
veteran patients. Here again the Radioisotope Program differs somewhat from other . 
activities supported from research funds in that it includes activities involving •• 
clinical diagnosis and treatment as well as research. As a matter of fact, in the 
larger and more active Radioisotope Units perhaps as much as one-half of .their 
energies are expended in clinical diagnosis and treatment, particularly the formal. 

Radioisotope laboratories are established only in VA hospitals having' 

affiliation with medical schools. 

The Atonic Energy Ccnmission has established certain criteria and 
standards of health protection, not only for the patients receiving radioisotopes, •> 
but as well for individuals who work with, or might be inadvertently exposed to,..-.i-« 
radioisotopes. These requirements are strictly observed within the VA Radioisotope 
Program. 

The Veterans Administration, for reasons unique to itB needs and 
responsibilities, has established certain requirements, both technical and 
administrative, which are rigorously observed within the Radioisotope Program, 

Certain policies recommended by the Central Advisory Ccsnoittee on 
Radioisotopes and established by the Chief Medical Director have been established 
and compliance therewith is a firm requirement within all VA hospitals where 
radioisotopes are employed. These include; 

a. medically sound policies and practices with respect 
to all human applications of radioisotopes 

b. sound policies and practices with respect to radio¬ 
logical safety, including appropriate technical and 
administrative’ requirements and a - radiological safety 
plan for mally drawn up and approved by the Radioisotope 
Committee and the Chief, Radioisotope Section 

c. sound, conservative policies and practices with 
respect to both publicity and public relations, 

d. supervision of the radioisotope program within an 
Individual VA hospital by a Radioisotope Committee repre¬ 
senting the Deans Committee affiliated with that hospital. 
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. . _^ £ , a statement of principle, it is maintained that a conservative 

'■'.fT*. ° e ^ a ^ en with respect to the position of radioisotopes in medicine 

within all VA hospitals in which radioisotopes are employed. This is particu¬ 
larly true in respect to treatment. The situation is very miith more encouraging 
•« clinical diagnosis where we have reason for greater optimism’.’ It'is ’general! 
Leiieved, however, that the main contribution that radioisotopes.can make to 
medical care will be as a tool in biological and medical research:" 

V/ithin the VA Radioisotope Program, radioisotopes may be, and. are, 
employed in basic research as well as in medical research and clinical 
investigations. 

The Radioisotope Program complements but does not du plic ate, or 
. take-the’ place of, the program conducted by the-Atomic Energy Commission...-This 
•agency has no.means whereby it could provide either the research or clinical’ 
services involving the use of radioisotopes that are’required within the'. : 
Veterans Administration, nor does any other agency of government. . . . 

- The P-adioisotope Program, as an integral part" of the over-all Medical 

- Research Frogram of-the Veterans Administration, augments and extends the 
accomplishments of the research program within VA hospitals. It is closely;-., 

! integrated with the medical research programs within these hospitals. --Insofar 
-as practicable, radioisotope laboratories have been placed in close-praximity 
to the medical research laboratories within an individual hospital. .' * 

. "• - Because of the -unique requirements associated with the employment - of 

radioisotopes within hospitals, particularly in a large hospital program such 
as that of the Veterans Ad m i ni stration, a much greater degree of central control 
is needed than is required in the other medical research or clinical- 
investigation programs. 

Radioisotopes may be used only .in VA hospitals for which the. Chief 
Medical Director, upon recommendation of the. Central Advisory Ccmmittee. on ... 
Radioisotopes, has specifically authorized the establishment of a Radioisotope 
Unit. 

Within a VA hospital in which there has been established a radio¬ 
isotope unit, there is freedom of’.use of radioisotopes provided, (a) appli¬ 
cable requirements of. the Atomic Energy C ommi ssion and of the Veterans 
• Administration are observed, and (b) such use has previously been approved 
by the Radioisotope Committee appointed to represent"the Deans .Committee in 
the supervision of the Radioisotope Program within that particular VA hospital. 

In general, the same policies and principles -.pertaining to - the 
Medical Research Program, as described earlier-in-this .presentation, are’ 
applicable to research involving the use of radioisotopes. 

During the first four years- of .the- .program, . representatives of all 
VA radioisotope units met twice yearly in a-working conference intended to 
provide exchange of information concerning, (a) .adninistrative matters, (b) 
scientific and technical matters unique to the snployment of radioisotopes, 

(c) the planning, organization, and .conduct of research with, radioisotopes, and 

(d) the results of research work and clinical investigations in vhich 
radioisotopes were used. 
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ORGANIZATION AND ADMINISTRATION WITHIN CENTRAL OFFICE 
GENERAL STATMENT 

The Special Assistant for Atomic Medicine serves as Chief, Atomic 
Medicine Division. He is responsible for the over-all administration of the 
VA Radioisotope Program and for its coordination within the professional 
services. 

RADIOISOTOPE SECTION 

The Radioisotope Program is administered through the Radioisotope 
Section, Atomic Medicine Division, Research and Education Service. The ^hief, 
Radioisotope Section, is responsible for the coordination within Central Office 
of those matters with which the administrative divisions within a VA hospital 
are concerned. 

The Radioisotope Section is assisted, both in an advisory capacity and 
in a service capacity, by the Central Advisory Conmittee on Radioisotopes. The 
members of this Committee serve as consultants to the Radioisotope Section. 

Three members also serve as special consultants to the hospital programs within 
certain regions. These are, (a) Eastern United States, Dr. Shields Warren, (b) 
Central United States, Dr. Hymer Fridell; and (c) Western United States, Dr. 
Stafford Warren. Obligations incurred in connection with these services, and 
those of other special consultants in atomic .medicine, amount to $10,000 annually. 

The Radioisotope Section provides assistance and support to- the 
Radioisotope Units, (a), in professional, scientific, ard technical matters, : 

(b) in administrative matters (personnel, finance, budget, sipplies, and 
equipment, construction, etc.), (c) in program analysis, (d) in dissemination 
of information gained from semi-annual progress reports-submitted by the_ 
Radioisotope Units, (e) in serving as a medium .for exchange of information,- 
and (f) in providing a wide variety of advisory services. 

To assist the VA hospital in initiating and adninistering a radi¬ 
oisotope program, certain aids have been prepared by the -Radioisotope Section 
and are provided to the Deans Committee and the Manager of the hospital concerned. 
These include, (a) "Suggestions for Planning and Initiating a Radioisotope 
Program within a VA Hospital", (b) "Suggestions.as to Plan of Organization arid 
Operational Procedures of a Radioisotope Unit within a VA Hospital", Cc) "Sugges¬ 
tions as to Supply ard Equipnent Operations for a Radioisotope Unit", and (d) . 
"List of Initial Supplies and Equipment for Radioisotope Units". These have 
proven to be most helpful to those* concerned with the development and adminis¬ 
tration of the radioisotope programs within the VA hospitals having radioisotope 
units. 

The Radioisotope Section has also planned, organized, and administered 
a program designed to train VA personnel to serve as monitors and monitor-leaders 
in the radiological safety aspects of civil defeise. To accomplish this, in the 
summer of 1919, the section also prepared for, and provided to, the VA hospitals 
a training guide under title, "Training Plan for Course in Radiological Defense 
(Monitors)". By the summer of 1950 within VA hospitals having Radioisotope Units 
more than 100 VA employees, other t-han physicians, dentists, and nurses, had 
received the training. 
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. The Radioisotope Section, in 1950, cooperated with the Federal Civil 

defense Administration in the preparation of "Health Services and Special 
Weapons Defense" (AG-11-1). 

The Radioisotope Section, in 1951* assisted in the preparation of two 
manuscripts which were reproduced and widely distributed by the Council on 
National Emergency Medical Services of the American Medical Association. They 
were: "Planning and Organizing for Radiological Defense in Civil Defense 1 ', and, 
"Training Plan for Courses in, (a) Medical Aspects of Radiological Defense, 

(b) Medical Aspects of Atomic Warfare, and (c) Radiological Defense (Monitors)". 
These were modifications of manuscripts already prepared for use within the • 
Veterans Administration. 

RADIOISOTOPE UNIT 

. The organizational element within the VA hospital concerned with the 
use of radioisotopes is the Radioisotope Unit. It is uni er the iamediate 
supervision of a director who is a physician qualified in the use of radioiso¬ 
topes as well as in the field of clinical medicine and medical research. The 
director is appointed with the approval of the Chief Medical Director. 

• _ . -.- The director is assisted in an advisory and a supervisory capacity. •. 
by the Radioisotope Committee representing the Deans Committee of the hospital 
The duties of this committee Eire: 

a. advise the Manager as to policy in regard to radiological 
•safety, public information, and public relations 

b. make recommendations - as to*-the qualifications, appoint¬ 
ment and employment of .professional:,*scientific 1 , : and tech- ' 
nical personnel required in the - unit j includihg t : he ‘direc¬ 
tor and all consultants, to the- unit- • 

c. review and, if approved, reconmend proposed research 
activities involving, radioisotopes, and proposed-clinical 

. uses of radioisotopes,.: and -.•••* 

d. review, and when appropriate, approve, ^1) sich 
papers as may be proposed for publication, and (2) 
such exhibits as may be proposed for presentation 
before scientific groups when either involves the use 
of radioisotopes. 

•Membership on the Radioisotope Committee is not limited to numbers 
of the Beans Committee. Members may not be full-time employees of the "• 

Veterans Administration. Usually the menbers are qualified individuals * 
within the teaching staff of the associated medical schools or universities. 

Consultants may be professional, scisitific, or technical personnel 
and need net necessarily be physicians. 

Within the VA hospital and laboratories, the director is responsible, 
(a-) for the administration of the Radioisotope Frogram, (b) for the human appli¬ 
cation of radioisotopes, and (c) for all radiological- safety measures. 
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The Director is. assisted by three principal assistants as indicated 
in the accompanying organization chart. ’ 

As a rule, the Radioisotope Unit is organized in this mariner: 



The Director and the Assistant Director (Clinical are- physic ians 
employed under Department of Medicine and Surgery. They are not paid fran 
research funds (Program 8200). The others are employed under regulations 
of the Civil Service Commission. They are paid from Research funds (Program 820ty. 
Only citizens of the United States may be employed in any of these positions. 

Of funds made av ail ab le for the Radioisotope Units, 80 per cent is 
utilized for the payment of salaries of the scientists and technical personnel, 
other than physicians, dentists, and nurses, 5 per cent for consultants and 
15 per cent for supplies and equipment. 

SCOPE 

The scope of the Radioisotope Program . i ncludes: 

a. Employment of radioisotopes -in medical- resear ch in a great 
variety of applications i n the-broad-field of medical-research. 

Special attention has been given to study of (a) thyroid 
function, (b) diseases,-and disorders of the thyroid gland, 

(c) metabolism, (d) cardiac function, (e) peripheral vascular 
disease, (f) electrolyte balances, (g) blood volume determina¬ 
tions, (h) hemodynamics of cardiovascular system, and (i) etc. 

b. Clinical diagnostic procedures have'been developed and 

are employed in a variety of conditions including (a) prac¬ 
tical diagnosis of .hyperthyroidism and hypothyroidism, (b) 
the location and diagnosis of metastatic of uij 

thyroid, (c) diagnosis and localization of brain tumors, (d; 
determining pumping efficiency of the heart, (e) peripheral 
vascular function, (f) blood volume determinations, and 

(g) skin grafts, etc. 
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c. Treatment of (a) toxic hyperthyroidism, (b) carcinoma of 
thyroid and metastases, (c) leukemia, (d) polycythemia vera, 

(e) carcinoma of the testicle, (f) carcinoma of the prostate, 

(g) certain tumors (by interstitial infiltration), and (h) 
basal cell carcinoma of the skin. 

OUTSTANDING ACHIEVEMENT 

. . Outstanding technical achievements have been (a) the application 
of scintillation counters in clinical diagnosis and treatment as well as in 
medical research, (b) the application of the Texas well counter to medical 
research uses and (c) the developmeit of the automatic "scanner 11 for making 
scintigram" tracings of the outline of the thyroid gland and of brain t um ors. 


PART III 

VA PROSTHETICS AND SENSORY AIDS RESEARCH ERCGRAM 
INTRODUCTION 

Faced with considerable numbers of individuals who had suffered, 
amputation^ in active service during World War II, the War Department .turned,..'.' 
to the National Research Council for assistance in the rehabilitation problems v 
of these individuals. There was established then in 1947 through the NaHdna.T/.. 
Research Council, a Committee on Artificial Limbs, supported first by the Office 
°f the Surgeon General and later the Veterans Administration, to outline a ” : Y‘ 
continuing program of research and development in this field. 

The purpose of this program has been -to develop improved prosthetic 
and orthopedic appliances and sensory aids, exclusive of dental prostheses, 
and includes the practical utilization of these devices by veteran patients. 

The aim of the program is to conduct research and development of new and 
improved- prosthetic and orthopedic appliances and sensory aids and to 
afford an opportunity for the testing and fitting of these devices so 
that the problems of successful utilization, may be understood and sur¬ 
mounted. There exists a large number of disabled beneficiaries (most 
recent estimate.-- 257,500) who, under federal statutes, will remain per¬ 
manently entitled to prosthetic and sensory aids and unless the Veterans 
Administration conducts an active prosthetics research and deveLopmsit 
program in this Held, the interest of veteran individuals who are handi¬ 
capped and disabled will not be served to the best advantage. 

AUTHORITY 

Public Law 729, 80th Congress, gives specific authorization for 
the Prosthetic and Sensory Aids Research Program,’ and authorizes the appro¬ 
priation, of up to fel,000,000 annually for this purpose. 

ORGANIZATION AND ADMINISTRATE ON 

t 'The Prosthetic Research Frogram is coordinated with-other Veterans 

Administration medical research-and is administered as to financial arid contractual 
matters by the Assistant Chief-Medical Director for Research and Education.' The 
program is developed, planned, and supervised, however, by the Director, 

Prosthetic and’ Sensory Aids Service, Central Office. 
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SUBJECT TO APPROVAL AT NEXT MEETING 

NOT FOR PUBLICATION BULL * CVMP " Pa8 ® 632 

NATIONAL ACADEMY OF SCIENCES-NATIONAL RESEARCH COUNCIL 
Division of Medical Sciences 
METO PES OF TEE CCMOTTEE ON 'VETERANS MEDICAL PROBLEMS 
29th Meeting - 20 April 195^ 


ATTENDANCE : 

Committee: 


Dr. Wilburt C. Davison, Chairman 
Drs. J. E. Finesinger, A. McGehee Earvey, 
Esmond R. Long, Perrin H. Long, Herbert H > ■ 
Ifarks, and H. Houston Merritt. 

Absent : Drs. M. E. DeBakey, A. LeRoy 
Johnson,- Donald Mainland, and J. Boscoe 
Miller. 


Veterans Administration: 


TJ. S. Army : 


Selective Service System : 

Bio-Sciences Information 
Exchange :- . .• 

National Research Council 


Drs : .' George M. Lyon, Martin Cummings, 
The’bdor 9 S. Moise, Robert E. Stewart, and 
Augustus Thoradyke. 

Dr. Ardie Lubin, Psychology Department, 

• Army Medical Service Graduate School, 
Walter Reed Hospital. 

Lt. Col. Clark Young. 


. Drs. Stella Deignan and Harley N.. Gould, 

Drs. B. Keith Caiman, Philip S. Owen, 

G. W. Beebe* Thanas Bradley, B. M. Cohen, 
J.* 0. Cole, Seymour Jablon, Edgar M. ' 
Neptune, Jr., and L. H. Warren. 


' The martins wn= called to order et 10:00 a.m. by th, chairman, Or. Wilbert 
C. Davison. 

I. Consideration of the Minutes of the Previous Meeting 

The minutes of the previous meeting were approved without change. 


XI. fi cmm Results of the Artificial T.inb Program 

nr. Augustus Thom dyke. Acting Director, Prostheticsand SsnsoryAids_^ 

Service of the Veterans Adminfeation, briefly described the VA Frosthetics reBearch 
program. (See Appendix I.) Dr. Thomdyke mentioned that the work ^D^Uy^ . 
contractual but that the devices are evaluated in 30 VA centers ^ °^ P toinlng 
• prosthetic appliance teams. This talk was illustrated by a f S J^ 7 

Sd and new upper-extremity prostheses. Two £3 »nip^ted 

extremity prostheses. The upper-extremity, above-elbow proatheticwas man p aufl 
by a plastic hook attached to a grafted pectoralis major 0 f 100 Pounds, 

according to the demonstrator, is capable of developing a maximum power of l P 
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APPENDIX VII 


' - igABVIAm) SUMMARY FRCM A NNUAL PROGRESS REPORTS OF RADIOISOTOPE IMS 

On December.-31, 1953, there were 33 Radioisotope Unite either established or in 
* ° f the8e 22 wera actuall 7 radioisotopes to varying 

reSivfd th!l°^ er 5 V ?T® P f° curlQ S “^uipaent and personnel and several have^ 
received their first allocations of radioisotopes since January 1, 1954.. 

On duty in the Units at the end of 1953 were: 


Full time physicians, under DM&S 29 
Full time Civil Service employees I73 
Residents assigned for part time 17 
Consultants rendering services 65 
Others (on grants, etc.) H 


UhitS ^f 7 he 8Uranari2ed mder three headings, with summarized 
totals which are approximate: 


1. RESEARCH 


Active research studies under way on 

Articles published in Journals during year 85 

Articles accepted for publication later 51 

Lectures and other presentations to groups other 

than VA staff meetings I69 

2. DIAGNOSIS EMPLOYING RADIOISOTOPES 


Thyroid uptake studies, varying techniques & times 
Thyroid clearance studies 
Thyroid scanning procedures 
Protein-bound iodine determinations 
Thyroxine synthesis rate determinations 
Blood volume determinations using human 
serum albumin, or P-32 
using Cr-51, (red cell volume) 
Radiocardiographs 
Circulation time studies 
Peripheral vascular studies 
Studies using Fe-59 (red cell survival, etc.) 

Brain tumor localization 

Scanning for liver metastases, pyelograms, etc. 
Miscellaneous diagnostic procedures 


6279 studies, 4551 patients 
699 
708 
1055 
443 

*57 

537 

4 

109 . 

208 

167 

180 

129 

1812 
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3. THERAPY USING RADIOISOTOPES 

Polycythemia vera ... 

Chronic: leukemia,. (lymphatic or .myelogenous) 
Thyroid' cafclrioma’ ’ 
hyperthyroidism,* •• • ■ 

Thyroid ablation for cardiac disease 
Prostate carcinoma • ;• *• • J - 

Pleural, effusion by radiogold colloid 
1* « " chromic radiophosphate 

it " « yttrium-90 colloids . 

Badiogold interstitially 
Chronic radiophosphate interstitially ■ 
Miscellaneous therapeutic procedures 


. 62 doses to 1*8 patients 


ill- 

42 

89 

25 

329 

271 

50 • 

32 

19 

19* 

46 . 

42 

18 

13 

16 

11 

5 

5 

74 
• 25 

74 


293 



eom^iv. ^2.6 

£v>Tv^^ : =* V*H \ 

rTlE.' "Vn' \^S2. 000004 


294 















Log No. 53006 
Copy No. / 



MEMORANDUM FOR THE DIRECTOR OF ADMINISTRATION, OSD 

ATTENTION j Assistant for Special Security Programs, 

I*. Col. P. B. Hitman 

SUBJECT• Use of Human Volunteers in Experimental Research 
ATTACHED: CW 107/17, 13 November 1952 

1. The TS memorandum prepared for the Secretaries of the military .de¬ 
partments, a copy of which was submitted to this office for comment,' 
promulgates the recomnendations of the Aimed Forces Medical Policy 
Council. These were read to the Committee on Chemical Warfare at its 
meeting on 10 November 1952. A Committee recommendation on this ques¬ 
tion, developed independently of the APMFC document, was reported to 
the Chairman, RDB-, in CW 107/17. This goes a step or two beyond the 
AIMPC recoowendation in calling for a system of rewards for volunteers, 
and for recognition of government liability in case of accident. 

2. The whole need of the CW program for human volunteers, in the 
judgment of this Committee, cannot be met by an arrangement that allows 
acceptance of volunteers from personnel normally on duty at installations 
engaged in such research. For this purpose the permissive statement 
should be subject to the interpretation that uniformed voluiteers 

could be assigned to temporary duty at the experimental installation 
for the purpose of engaging in the program as test subjects. This 
is the essence of the British system, which we are advised has worked 
quite well. 

3. It is assumed that the question has been carefhUy considered 
whether this subject should be treated in a memorandum of this nature 
or in one for the files, to be divulged only to those agencies and 
individuals who are in need of this guidance. 


ft 

v\> 





CPOTHCy. \z& b s 
R.ELCC0 G>RccP: # 350 

"V; S’ ^ x5 -2_ 


295 




X* The Arsed Forces Kedieal Policy Council has considered 
this sxtoject at great length* On 17 Deoeaber/lSSl the Council 
went on /eeord at endorsing the principle that final realittie 
evalmtftien of blologiaal 'osrfare suet await appropriate field 
triala in thick to rn an subject* were need* 

t . The Chemical Corps of the Department of the Army hat 
the primary responsibility for biological warfare research, for 
the deralcpnant of of font It* strategy, tactic* and weapon* and 
for coordinating the eerie require* to eatabliah appropriate de¬ 
fence practice*, method* and equipment. The medical department 
has not been directly involved to date. 


V 

v 


S. At the* 8 Septemoer 1952 meeting of the Council, Colonel 
T. F. Tihavhe, Chief of Preventive Medicine, Office of the Surgeon 
General of the Amy, pretented the problem of participation of 
the modi cal services in biological warfare research fer the pur¬ 
pose of developing defense meo6urei end deriett. It was pointed 
out that the reoearch had reached a point beyond which essential 
data oould not be obtained unlace Inman voltmteera were utilised 
for ruoh experimentation. This was thought to be neeessuy is 
order to arrive at a final realietio evaluation of defensive mea¬ 
sures to be adopted for protection against the potential use of 
these agent* as weapons in as attack on the United States. Fol¬ 
lowing detailed discussion, it was unanimously agreed that the 
use ef in*an volunteers in this type of researoh be approved. 
Certain limitation* were placed on the use of volunteers and the 
manner of conducting the experiments to assure that they would bs 
in accordance with the highest scientific requirements. 


4. The Armed Forces Medical Policy Council again considered 
the subject at their meeting es 15 October 1952, in view of certain 
changes is the conditions under which experiments were to be con¬ 
ducted. It was resolved that the ten rules promulgated at the Hur«- 
berg Trials be adopted as the guiding principles to be followed. An 
eleventh rule was added by tbs legal adviser to the Council, Ur. 
Stephen S. Jackson.’ < 




C// 


ft 
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t ore ahull b« affixed to * written instrument acitlng forth substcnti tllythe 

af oreacnta. taxed requirement# and shall be signed in the presence cf at least 

oat ggSK i5> shaill attest to suck signature in writing* r """” 

Hit 4ity cad reiponiibility for ascertaining -the quality of the 
content rests upon each individual who initiate*, directi or engage* in the 
experiment, It ic » personal dirty cad responsibility which may not be dele¬ 
gated to another with Impunity. 

2* lbs experiment ahould be such as to yield fruitful re»ult* for 
the good of loci tty, unprocurable hy other methods or means of study, end 
not random and unneoeaaaiy In nature* 


5, 5be experiment ahould be ao designed and baaed on the reaulta 
ef experimentation and a knowledge of the natural hirtory of the 

diaeaat or other problem under study that the anticipated reaulta will justify 
the performance of the experiment* 

4. lbs experiment ahould be ao conducted as te arold all unnecessary 
physical and mental suffering and injury* 
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6. Although ths primary stlssans im this project originated in 
connection •with biological warfare research, it is desired to point 
out that defensive measures against atostio end chemical warfare agents 
are equally important. For this reason all three types of agents are 
to he included in further experimental research 

6. the above reocmnendations hare been coordinated with: 

Ur. Stephen S. Jackson (Tabs 2, 2a and S) 
krs. hut H. Rosenberg (tab S) 

Research and Development Board, OSD, (tab 4) 

1. It is st ro n gly recommended that a policy be established for use 
of hiraan volunteers in experimental research under the conditions approved 
by the Armed Forces Medical Policy Council Bi set fbrth in tab 1. Memo¬ 
randa for the eeoretariee of the *rmy, levy and Air Force covering -the 
conditions of this policy are attached hereto for your signature, upon 
final approval of the policy. 


UelTin A. Casberg, 1£. D. —• 

Chairman 

Attachments - 5 . 

/tfy'ih Lr coorcj'- /iL* 6 

Vtr flJrn 
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ySUORAHKJK FOR CHAIR®.K, ARM® FORCES JEDICAL PdLCIT OODHCH 
SUBJECT: Use of F v o Inntears in Eaperiasntal Research 


■HESBARCH AKD DEVELOP1ENT BOA 1 '" 

lUtaington 25, 0. C. 


RDB 107 A3 


Signed FLOIE* L. KILLER 
ELCCB L. MILI£R 
Vice Chairman 


Piled iritfc Routing Slip # 0135? dtd 17 Not 5t 


SECUHITr HIFOHMATIOK 
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—WlfiiuBtr 

OFFICE OF THE SECRETARY OF DEFENSE 

ARMED FORCES MEDICAL POLI&Y COUNCIL 
WASHINGTON 25. D. C. 

22 October 1952 


-rJiHDIK rCr. Dr . CA._ri.KG 


- crscusFea the sttsecrd with 'r;. r csenherr or. Saturday, 
he concurred ir. the srnd;:: cr.s erce-tt that she recommended that 
. iccriricr: be added ts I. recurring that'the cause-t be erj-rtsred 
ir writing before at leer: rue vitries:. 

I have added ruck language ir the appropriate piece under 
nunter 1. The new natter i s underlined. Mr*. r.oseriberg has epr.rcved 
tlris language. 

Hr. Eent the General Counsel, has approved this addition frat 
the legal standpoint. 

r r* rear**id J, .«t r -fit: :.e :r 


3k 


Stephen S. Jtck^c? . 



1 Attachment 
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mqsmm: fcs mans a. cL-afeo,; w." 

SUBJECTS The Standards and Requirements to be Followed in Kunan ' 
Experimentation 


At * conference tcdey vith It. Col. 7. r, Kitaan, Jr., end 
T. C. Eedvell, Jr., it war brought out that the present- wording of 
the subject memo in paragraph 11 has given rise to saae question of 
interpretati cn of the first clause in. this paragraph* to vit: "Vbereas 
priecnere incarcerated in panel institutions nay and-have been used , 
if the required eoiditiorm ere net*.’ It was decided*} therefore ,•'• id .- 
delete this part ef paregiteph 11» It vtfi recenmeifled's therefore, -: 
that pexegraph 11 now read aa follower. ’ . s? - 

11. Prisoners of war will not be -ised in human erperinentetdbn< 



itephefc ; 

Ccuhsel 

Armed Farcer Pedicel Policy Council 

•' •• ‘ ... • 



C.O'Z££.b\ 

R.E.CORD S«eoP:*»> 
e. v^-r^ •- **■ v 0 !^ 
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Hffi PSEO Sf T ' 

OFFICE OF THE SECRETARY OF DEFENSE 

WASHINGTON 23. D. C. 


) BOUERX rat WU Mcmx A. ClSHEBfi, K, s. . 

SUBJXCtt Tb* standards sad reqatrsasats to b* 
fallowed la hr—a axperless tatioe. 


It la re co mae tried that tb* attached principle* and 
ooodltlon* for btraea •xperiaaatttiao, which were laid 
down Vy tb* tribunal la tb* Jte-aaberj trials, b* adopted 
last sad of tbaaa preriooely ntaitted tgr m, with tba 
fellnrlaf shams» 

In Se. $ .delete etfteytbaag after tb* word •oaewr* 
and insert tb* period aftsr that word. 

Add &)(<) of previoesljr esdadtted condition to 

witt 




"11. lbereee prisoners ianarcerst.ee ir. penal insti¬ 
tutions asp and hevs been usee if the required conditions 
are net, prisoner* of war will not be used in inraan 
experimentation. r 


Attachments (3) 
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£• *• experiment should be conducted where ther* it u t priori 
reuen to belirra that death or disabling injury will oocur. — C - 


*• ' The degree of riBk to he taken should never ezoeed that deter¬ 
mined by the hwaaitariaa importance of the problem to be solved by tbs experi¬ 
ment* 


7. Proper preparation* ehould be made and adequate facilities 
provided to prefect the experimental subject against even remote possibilities 
of injury, disability, or death. 

8. The experiment should be conducted only by scientifically quali¬ 
fied persons. The highest degree of skill mi ears should he required through 
all stages of the experiment of those mho conduct or engage in the experiment. 

5. During ifcs oourse of the experiment the hutan subject should 
be at liberty to bring the experiment to an end if he has reached the physical 
or mental state where continuation of the experiment seems to him to be im¬ 
possible* 

10* During the oourse of the experiment the scientist in charge 
must be prepared to terminate the experiment at any stage, if he has probable 
cause to believe, in the exercise of the good faith, superior skill and careful 
Judgment required of him -that a continuation of ihe experiment is likely to 
result in injury, disability, cr death to the experimental subject. 

11* Prisoners of war will not be used in human experimentation. 


2 
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OFFICE OF THE S AtETARY OF DEFENSE 

/ - 4-73 _ 

MEMO FO R f]r fciil\' _ 
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orricE or the secretary of defense 
armed forces medical, policy council 

WASHINGTON *3. O. C. 


**• 0 ®^— SL~ 


§ JAH i ? I9*t3 r . 


MEMORANDUM FOR THE SECRETARY OF DEFENSE 

SUBJECT: Digest "Use of Bsaan Volunteers in Experimental Researeh." 


Die Problem 


Approval of the recommendation that human volunteers be used 
in experimental research in order to reach a realistic evaluation 
of protective methods against biological, chemical and/or atomic 
agent# of warfare. 

Factors Bearing on the Problem 


1. Research *iich has been conducted In this field has been 
restricted in most part to experimental animals. 


2. Results based entirely on animal experimentation cannot 
be Interpreted as conclusive evidence of identical human reaction 
to similar situations. 3uoh methods of extrapolation have in the 
past and will continue in the future to lead experimenters into \ 
aeriou^errors. 


‘3# *.In order for rsalistio evaluations to be made of the de¬ 
fensive .measures which should be adopted to proteot our Nation 
against a potential enemy attack with any one of the three types 
of agents, it is neoossary to secure additional information which 
can be aseured only through the use of hiwan subjoots. 


• .4*•*, The use of human volunteers shall be subject to the prin¬ 
ciples and.conditions laid down as a result of the Nuremberg Trials, 
whioh will afford adequate protection to the individual participant, 
as' wall'.ae^the Government. One other restriction is added in that 
prti«Mir#; ? pf > war shall not bs used under any circumstances. 


Recommendation 

i It is strongly recommended that a policy be established for 
use of human volunteers (military and civilian employees) in ox- 
porimental researoh at Armed Forces facilities. 
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Ccncurroncoa ~ 


This proposal has boon concurred In by tho following « 

v - Aaaiatant Socrotary (Uanpowar & Faraotmol) 

Aaaiatant Saorotary (Lsgal and Lagialatlro Affair*) 
Hoaoarch and Dovalopoont Board 
Joint Staff (JC3) 

Military Liaiacn Cocnitt** 

Secretary of Joint Saorotario* 

■ Director Of idxialatration, OSD 



Araod Foroea Uadioal Polioy Counoil 
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REPRODUCED AT THE NATIONAL ARCHIVES | 

BttST 

OFFICE OF TH£ SECRETARY OF DEFENSE 

EXECUTIVE OFFICE OF THE SECRETARY 
WASHINOTON 28. D.C. 


5 February 1953 




MEMORANDUM FOR MR. KYES 

SUBJECT: Use of Human Volunteers lr. Experimental Research 


This case involves the establishment of a Department of 
Defense policy prescribing conditions vhieh vill govern the use 
of human volunteers in experimental research in the field of 
atomic, biological and/or chemical warfare. There is no DOD 

policy on the books vhieh permits this type of research. 

This question has been under consideration for a long time. 
It was last considered at a meeting of the Joint Secretaries 
Group on S January 1953* Dr. Casberg, Chairman of the Armed 
Forces Medical Policy Council, briefed Mr. Foster and the three 
Service Secretaries (Mr. Lovett being before the Congress at the 
time) on the proposed policy. Although no specific objections 
vere raised by the four Secretaries, neither vas there any 
expression of enthusiasm in favor of the policy. The only 
agreement reached vas that the decision should be deferred to 
Secretary Wilsor. in view of the controversial aspects of the 
policy and the fact that his administration vould have responsi¬ 
bility for administering the policy if approved. 

Mr. Foster informed me that he had discussed this question 
with you and suggested that I should subm-'t the papers to you 
as soon as you opened for business. 

Dr. Casberg is available to discuss the matter vith you if 
you so desire. 
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MEMORANDUM FOR THE SECRETARY 
SECRETARY 
. SECRETARY 

SUBJECTf- -Use of Human. -UQliXhtecsrs in' Experimental Research 


1. Based upon a recommendation of the Armed Forces Medical 
Policy Council/ that human subjects be employed,.- under recognixr 
safeguards, as the only feasible moans for realistic evaluation 

and/or development of effective preventive measures of defence 
against atomic, biological or chemical agents, the policy sat 
forth below will-govern the use. of human volunteers by the ^ 
Department of Defense in experimental research in the fields 
of atomic, biological and/or chemical warfare. 

2. By reason of the basic medical responsibility in connect 
with the development of defense of all types against atomic, 
biological and/or chemical warfare agents, Armec Services porsor 
and/or civilians on duty at installations engaged in such rc-seai 
shall be permitted to actively participate in all phases of the 
program, such participation shall be subject to the following 
conditions: 

a. The voluntary consent of the human ubject is 
absolutely essential. 

(1) This means that the person invol.ed should 
have legal capacity to give consent; should be so 
situated as to be able* to exercise f ee poue.-; of 
choice, without the intervention of *.ny element of 
force, fraud, deceit, duress,^ovcr-r-.-aching, or other 
ulterior form of constraint or coercion; .and should 
have sufficient knowledge and' comprehension of the 
elements of the subject matter involved os to 
enable him to make an understanding and enlightened 
decision. This latter element requires that before 
the acceptance of an affirmative decision by the 
experimental subject th'erta • should be made known 
to him the nature* duration-, and purpose of 
the experiment; the method and’means by 

Downgraded to 
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which it is to b r conducted; nil inconveniences 
and hazards reasonably to be expected; and the 
effects upon his health ov person which may possibly 

come from his participation in the experiment. 

"(2). The concept of the human subject shall’ve in 
writing, his signature shall be affixed written . 

instument setting forth substantially ttte afore¬ 
mentioned requirements' and shall be signed in the 
presence of at least one witness^who shall attest- 
such signature, inkusiting. * 

(a) In experiments where personnel from more 
than one Service are involved the Secretary of the 
Service which is exercising primary responsibility 
for conducting the experiment is designated to pre¬ 
pare such an instrument and coordinate it for use 
by all the Services having human volunteers involved 
in the experiment. 

(3) The duty and responsibility for ascertaining ' 
the quality of the consent rests upon each individual 
who initiates, directs or engages in the experiment. 

It is a personal duty and responsibility which may 
not be delegated to another with impunity. 

b. The experiment should be such as to yield fruitful 
results for the good of society, unprocurable by other methods 
or means of study, and not random and unnecessary in nature. 

c. The number of volunteers used slu.ll be kept at a 

minimum consistent with item b., above. )'[ 

d. The experiment should be so designed and based on t\v 
results of animal experimentation and a knowledge of the natural 
history of the disease or other problem under study that the 
anticipated results v/ill justify the performance of the experimer 

e. The experiment should be so conducted as to avoid all 
unnecessary physical and mental suffering and rnjury. 

f. No experiment should be conducted where there is an 
a priori reason to believe that death or disabling injury will 
occur. 

g. The degree of risk to 'be taken should never exceed 
that determined by the humanitarian, importance of the problem 
to be solved by tho experiment. 


jpo*" 1 ■ 1 .ih'ilt ** 


Downgraded to 
UNCLASSIFIED 22 Aug 7 3 


309 



. h. Proper preparation should be made and adequate 
facilities provided to protect tlie experimental subject against 
even remote possibilities of injury, disability, or death. 

i. The experiment should be conducted only by scientifi¬ 

cally qualified persons. The highest degree of skill-an? care 
should be required through all stages of the experimenjrisf those 
who conduct or engage in the experiment. s ' 

j. During the course of the experiment the human siibje^ 
should.be at liberty to bring^the, experiment’to an fend-if he has 
reached tlVc- physical- or- mailtal state where dahtinuation of the 
experiment seems to him to be impossible. 

k. During the course of the experiment the scientist in 
charge must be prepared to terminate the experiment at any stage, 
if he has probable cause to believe, in the exercise of .tdie good 
faith, superior skill and careful judgment required of him that a 
continuation of the experiment is likely to result in injury, dis 
ability, or death to the experimental subject. 


1. The established policy, which prohibits the use of 

✓ prisoners of war in human experimentation, is continued and they 
will not be used under any circumstances. h 

3. The Secretaries of the Army, Navy and Air Force are 
. authorized to conduct experiments in connection with the developn 
/ of defenses of all .types against atomic, biological and/or chemi: 
(/ warfare'.agents involving the use of human subjects within the . 
limits prescribed above. 

, .• / . 

4. In each instance, in which an experiment is proposed pur¬ 
suant to this memorandum, the nature and purpose of the proposed 
\expcrimcnt and the name of the person who will be in charge of 
• such experiment shall be submitted for approval to the Secretary 
of the military department in which the proposed experiment is tc 
. be conducted. No such experiment Shall be undertaken until such 
/Secretary has approved in writing the experiment proposed, the 
y person who will be in charge of conducting it-, as well as inform: 
the Secretary of Defense. 

5. The addresses will be responsible for insuring compliant 
with the provisions of this memorandum within their respective 
Services. 


/signed/ 

• C.E. WILSON 


Copies, furnished: 

Joint Chiefs of Staff 
Research and Development Board 
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30 June 1353 . 


DEPARTMENT OF T.I1E ARMY 
Office of the C'.tisf of Staff 
Washington 25, D. C. 

CSi 385 (30 Jua 53) 

MEMORANDUM THRU: ASSISTANT CHIEF OF. STAFF*, G-4 
THE SURGEON GENERAL 

* 

SUBJECT: Usa-of Volunteers in Research 

kfaC. 

1. This directive prescribes policies and procedures governing the i 
use of volunteers in research in defense against atonic, biological and /f6C 
chemical warfare. The purpose of this reasearch is to permit a realistic 
evaluation and/or development of effective preventive neasures of defense Jj- 

acainst Jicoiaie. bioltsr>i rssl fir- rnpmii-al snmre * , **’vf ' 





againsc^atonlc, biological or chemical agents. 

2. Certain basic principles must he obsef'ved in order to satisfy 
moral, ethical and legal concepts. These basic principles are: •. 

a. The voluntary consent of the human subject is absolutely 


■0 




(1) This means that the person involved should have legal 
. capacity to give consent; should be so situated as to be able to exercise 

free power of choice, without the intervention of any element of force, 
fraud, deceit, duress, over-reaching, or other ulterior form of constraint 1 ■ 

or coercion; and should have sufficient knowledge and comprehension of the t 
- elements of the subject matter involved as to enable him to make an under¬ 
standing and enlightened decision. This latter element requires that before 
the acceptance of an affirmative decision by the experimental subject there 
should be made known to him the nature, duration, and purpose of the experiment'; 
the method and means by which it is to be conducted;' all inconveniences-and 
hazards reasonably^to be expected; and the effects upon his health or person 
which may possibly come from his participation in the experiment. 

(2) The consent of the human subject shall be in writing, his 
signature shall be affixed tjo a written instrument setting forth substantially 
the aforementioned requirements and shall be signed in the presence of at 
least one witness who shall attest Co such signature in writing. 

(a) lis experiments where personnel" from more chan one 
Service are involved, che Secretary of the Service which is exercising primary- 
responsibility zor conducting the experiment is designated to prepare such, 
an instrument and coordinate it for yse by all tiro Services having human 
volunteers involved In the experiment. 
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• SUBJECT: Use or Volunteers in Research 


' • (3) Tlie duty and responsibility for' ascertaining ch c Quality - 

nf'rhe consent roses u P ™ each individual vho iniciaces, directs -o r.on^s 

• in the_ i c is a personal duty and responsibility which nay not 

be delegated co'another with impunity. 




b The experiment should be such as to yield fruitful results 
S ood of society. s-.pTocur.Vr3 e by other'methods or means of study. 


for the _ 

and no'c random and unnecessary in nature. 

' * c The nuaber~of volunteers used'shall be kept <it a minimum 

consistent with item b^, above. 


T*" 




d. The expertesne should be so designed and based on the results U^c-k 
of animal experimentation and a knowledge of the natural history of Che 

• disease or. other problem under study chat the anticipated results will ™ TTp 

justify the performance' of Che experiment. • 

e. ■nie-experioenc should be so conducted as to avoid all unnecessary 

physical and mental suffering and injury. ** £ J 

V JL 

f. ' No experiment should be conducted where there is a prior reason ** ^ 

Co believe that death or disabling injury will occur. - ' * * 

■ s< \ X h C degree of risk ca bs taken should never exceed that 
determined by chc humanitarian importance of the problem co be solved by 

! Che experiment. ■» . 

* . h. Proper oreparations should be made and adequate facilities —• 

provided co protect Chc experimental subject against even remote possibilities 

of injury, disability, or death. 

i. The experiment should be conducted only by scientifically ' _ 

qualified persons. The highest degree of skill arid care' should be required 
through ail stages of the experiment of those who conduct or engage in the 
experiment. 

j. During chc course of the experiment the human subject should ' _ 

he at liberty co bring the experiment to an end if he has reached the physical 
or raencal state where continuation of the experiment seens to him to be 
impossible. ^ • 

• _ k. During the coutV<l of the experiment chc scientist in charge 

must be prepared to cernirfaco the experiment at any stage, if he has probable 
cause to believe, in the exercise of the good faith, superior skill and careful 
judgment required of him chat a continuation of the experiment is likely to 
result in injury, disability, or death to the experimental.subject. 
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SUBJECT: Use of Voluntfeers in Research 

(1) The established policy, which prohibits the esc of 
prisoners of war in human experimentation, is continued and they will ' 
not be used under any circumstances. 

3. The following opinions of the Judge Advocate General furnish 
specific guidance for all participants in research in atomic, biological 
and/or chemical warfare defense using volunteers. 

a. . Legality of- accenting volunteers . The authority of the 
. Sccfctary o£_rhc Army to conduct research and development activities fs 
contained in section 104 of th’c act of 10 July *1950 (64 Stat. 322; 5 U.S.C 

235a) which provides: ' 

"The Secretary of the Army is authorized to conduct, engage, 
and participate in research and development program? related to 
activities of the Army of the United States and to procure, or . 

. contract for the use of, such facilities, equipment,, services, 
and supplies as may he required to effectuate such programs." 

. Section 101 of the Army Organization Act of 1950 (64 Stat. 264; 5 U.S.C. 

181-4) provides in part as follows: v 

"Except as otherwise prescribed by law, the Secretary of the Army 
may make such assignments and details of members of the Army and 
civilian personnel as he chinks proper, and. may prescribe the , 
duties of the members and civilian personnel so assigned; and 
. such members and civilian personnel shall be responsible .for, 
and shall have the authority necessary to perform, such duties 
as may be so prescribed for them." 

- b. Hilitarv Personnel and Department of the Army Civilian Employees . 

Compensation for the disability or death of a civilian employee resulting from 
personal injury or disease proximately caused by hxs- employment is payable 
under the Federal Employees Compensation Act (39 Stat. 742 et seq.), as amended 
(5 U.S.C. 751 et scq.) , regardless of whether his employment was of a hazardous 
nature." The amount and typ e °f disability compensation or other benefits pay- 
' able by reason of the death or disability of .a member of the Army resulting * 
'from injury or disease incident to service depends upon the individual status 
of each, member, and is covered Jjy various provisions of law. It may be stated 
generally that under present laws no additional rights against the Government 
will result from the death ojJ disability of military and civilian personnel 
participating in expcriments^Uy reason of the hazardous nature of the operations 
although it is possible chat the Congress may confer benefics or grant relief 
by general or special legislation subsequently enacted. Even should the injury 
or.disease -result from a negligent or wrongful act, the recovery of any compen¬ 
sation or benefit under present law in addition to those noted above is doubtful 
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SUBJECT: Use of Volunteers in Research . 

' • it™' el AanrmriaredV d; for the Purrhr«» « LUe Tn5Ur - n “' 

T _ -ff-et the payment, of insurance premiums the life or an officer or 

SLlovec is a fom or comocnsation (Commissioner of Internal Revenue vs. , 

.employee is a ora • * 1937) , ccrt . den. 302 U.S. 694, 82 L. Ed. 

Sr CanadI; ^ Cuitteau, 36 F. 2d 303 (6th Cir., 1936). In this regard, 
1765 o£ the Eeviecd Statutes (5 U.S.Cl 70) provides es follovs: 

"Ko.officer in any branch of the public service, or any other 
persons whose salary, pay, or emoluments are fired by lav or 
* • regulations, shall receive any additional pay, extra allowance, 

or compensation, in any fora whatever, for the disbursement o. 
public money, or for any other service or duty whatever, unless 
the same is authorized by law, and the appropriation therefor 
explicitly states that it is for such additional pay, extra 
allowance, or compensation." 

There-is ho statutory authority for the payment of premiums .for insuring 
the lives of military and civilian personnel, and currenc appropriations 
for military and civilian pay and allowances do not expressly provide 
therefor. It follows that the payment of such\prcmiums from appropriated 
funds is.prohibited by the quoted section. The statutory provision In 
question is applicable to all military and civilian personnel of the 
•Army "whose salary,’ pay, or emoluments arc fixed by J.av or .regulation- 
(24 Comp. Gem. 548 (1945). 

d'. Private Citizens . Section 3379 of the Raviscd Statutes, as . 
•amended (31 U,S.C. 665(b) ), provides; 


. "No officer or employee of the United States shall accept 
voluntary service for the United States or employ personal 
service in excess of that authorized by law, except in cases 
of emergency involving the safety of human life or the 
protection of property." 

It is the policy of the quoted statute to prohibit the. acceptance of . 
voluntary services which may provide a basis for future cLalms against-, 
the Government. . Ttfe stated policy applies not only where legal claims 
for compensation-nay arise from performance of the services, but also 
where the circumstances- surrounding the proffer supporc a reasonable 
possibility that the services may provide the basis for seeking remedial 
legislation from the,Congresi. The JAG is therefore of the opinion that 
che services in question shcAiid not be accented by the Ocpartme.it of the 
Army. In view of this conclusion, it is unnecessary to consider the 
extent to'which such persons could exert claims against the Government 
bv reason of disability or death resulting from .participation in che 
proposed experiments, or whether'premiums on life insurance for the said 
participants may -be paid from appropriated funds. 
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SUBJECT: Use of Volunteers in Research 

e„ . Contractors 1 bmalovces. The applicability-of the foregoing 
considerations to conerectors' capioyecs is considered^below:. 

(1) Lcr.-.lirv of Pr-nlovmenc- . The authority of the Secretary 
of the Amy to contract for services necessary * to effectuate research 
and development activities is contained in section 104 of the act of 
10 July 1950 (64 Stat. 322; 5 U.S.C. 235a), quoted in subparagraph a, 

above. There tppearr rr *?e no provision of la** would prevent a 

contractor from employing his personnel upon experiments of the nature 
contemplated. In the literal sense, no question of ••acceptance** of the 
services in question by the Government is involved, as the private 
relation of such an employee is with the contractor rather than the 
Government. It devolves upon the.contracting officer to ascertain 
whether the terns are sufficiently broad to pemit the participation of 
contractor employees is* the' cxpcricent. The terras of the contract must 
insure that the contractor will observe the conditions .and safeguards 
sec forth in this directive. 

. (2) Claims acraihst the Government .. Generally, benefits- 

to which a private employee may become entitled by reason of death or . 
■disability resulting from his employment are payable under State, rather 
than Federal, laws, with the exception of persons covered by the sur- 
-vivar's insurance provisions of the Social Security Act (49 Stat. 623), . 
as amended (4Z U.S.C. 402)'. In some situations the employee may have 
remedies against his employer under State workmen's compensation or other 
laws, -it is not possible to generalize upon the right of such an employer, 
where he is a Government contractor, to claim reimbursement from the 
Government for additional costs by reason of liability to his employees 
incurred in this regard, as this depends upon the terms of each individual, 
contract. The question of whether any additional rights against the 
employer-contractor may result from the death or disability of employees 
participating. in experiments, by reason of the hazardous nature of the 
experiments, is likewise not susceptible of any general statement, due 
to the numerous factors involved. Such persons would not be disqualified 
from prosecuting claims aginst the Government under the Federal Tort 
Claims Act (26 U.S.C. 2671 et seq.) . (See also AR 25-70, 2 March 1951) 

' • (3) • Purchase of life insurance . In cost-reimbursable'.type 

contracts, the expense of maintaining group accident and life insurance 
plans may be. an allowable item of cost under thc^contract (ASPR 15-204(p). 
Group life insurance plans provided voluntarily to contractors' employees 
on a reimbursable basis arc subject to review by heads, of procuring ac¬ 
tivities to determine that greater benefits are not being extended under 
the cost-reimbursement type contract than-those, granted to employees 
under the contractor's regular commercial operations (APP 10-351). ' In 
special cases, life insurance for employees may be authorized by heads 
of procuring activities (ASPR 10-302: APP 302) even in fixed-price 
contracts (APP 10-301). In order co'bc applicable, cost principles ' 
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nsust be set fort'.: or incorporated in a cost-reimbursable contract 
(ASt'R 15-102). It «ill be seen from the above that, i£ a contractor 
obtains insurance on the lives of his employees while-participating in 
the proposed experiments, he may be reimbursed for the expenses involved 
only where the contract* is of a type allowing reimbursement and the terms 
thereof allow recovery as an-item of cost. 

£. Irrs-tflar and Toc-Visis Emlovrss . The stated category 
comprehends all persons paid from appropriated funds for intermittent 
services, as distinguished from regular, full-time employees. For 
example, the~5ecracary of the Army may procure the temporary or 
intermittent services of experts ‘or .consultants, including stenographic 
reporting services, without rdgard to civil service and classification 
laws at rates not to exceed $50 per diem (sec. 15, act of 2 Aug 1946 (60 
Scat. Gi0;5 U.S.C. 55a); see. 601, Department of Defense Appropriation 
Act, 1953 (Pub. Law ASS, 82aa Cong.); see CPRA7.6, par. 6-3). The 
employment of experts and consultants either on a per diem basis or 
without compensation is also authorized by section 710, Defense Production • 

•Act of- 1950 (64 Scat. 819; SO U.S.C. App. 2160). (Sec CPR A7.6, par. 6-3). 

The Secretary' of the Amy nay also employ architects, engineers, and ocher 
technical and professional personnel on a fee basis, without regard ta 
classification laws (see. 2, act of 7 Aug. 1939 (53 Scat. 1240; 5 U.S.C. Z21) - ). 

1= general, the employment status of such persons muse be 
determined individually from the statutory authority under which they 
are employed and the terms and conditions of their employment agreements. 

In some cases it will be found chat their status is not that of employees, 

• but of contractors furnishing services to the Government at agreed contract 
.prices. The following observations are made upon the applicability of the 

three - questions considered in subparagraph je, above, to the category of 
persons under consideration: 

(1) Legality of accepting volunteers . The' terns of the 
statutory authority for. the employment and the provisions of the employ¬ 
ment agreement must be inspected in each case to determine whether the 

• particular individual is an employee subject to detail or assignment 
upon the proposed experiments, or whether his employment is limited to 
ocher specific objects.• If his employment upon the project is not so 
authorized, it would appear that acceptance of his services for this 
purpose on a voluntary 'basis would be prohibited ty the considerations 
discussed in subparagraph d.,^ above. 

(2) Claims ac^ilist the Government . The Federal Employees 

1 Compensation Act (39 Scat*. 742 et seq.), as amended (5 U.S.C. 751 ct seq.), 
is applicable to "all civil officers and employees" of the Government and 
ail "persons rendering personal services of a kind similar to those of 
civilian officers or employees of- the Uuited Scates* * ^without compensation 
or for nominal compensation, in any case'in which acceptance or use of such 
services is authorized by an acc of Congress or in-which provision is cede 
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by lav for payment of.the travel or ocher expenses o£ such person." The 
foregoing broad coverage of the act wauLd appear to include nose irregular 
and fee-basis employees. However, the administration of the benefits in 
question are within the’province of the Bureau oJE Employees Compensation, 
Department of Labor, and only that agency may provide a definitive ruling 
vith respect to coverage of the individuals in question. With the fore¬ 
going reservation, the views of this office sec forth in subparagraph b, 
above, would appear equally applicable to irregular and fee-oasis employees.' 

-£3) Purchase of life insurance. The Comptroller General has 
approved the" payment of surgical and hospitalization expenses of a field 
employee injured while engaged upon flood control work (3 Comp. Gen. 57 
(1923) ), on the ground that "the employee's compensation was not fixed- 
by lav but was subject to administrative discretion, since, otherwise, 
payment of the expense by the Government would" constitute payment of 
additional compensation, v?hich is prohibited by section 1765, Revised 
Statutes" (23 Comp. Gen. 175 (1946). Subject to such restrictions and 
limitations as may appear in the statutory authority under which he is 
employed, it would appear from the foregoing that Che Government may 
legally bear the expense of premiums upon the ^ife of an irregular.or 
fee-basis employee whose rate of compensation is not fixed by law or 
regulations. In this-regard, it may be advisable for the Government to 
provide an additional allowance to the employee for financing such private 
insurance arrangements as he may wish to make rather than to undertake 
direct negotiations with insurance carriers far the desired coverages. , 

4. Subject- to the above conditions, Armed Forces personnel and/or 
civilians on duty at installations engaged in research in subject fields 
shall be permitted to actively participate in all phases of the program. 

As a general rule, volunteer subjects should be males under 35 years of 
age, with no'physical or mental diseases. 

5. Agents used in research must have the-following limiting 
characteristics: 

a. Controllable lethality. 

J 

b. No serious chronicity anticipated. 

c. ' Effective therapy available. 

d. Adequate backg^ctand of animal experimentation. 

6. As added protection for volunteers, the following safeguards 
will be provided: 
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: SUBJECT: Use of Volunteers in Research ." , . 

a. Direct responsibility for the planning and- conduct of the 

investigations and for the medical care will , res.t with-one adequately ' 
.trained physician. • ' V ' . * 

. b. ' All apparatus and instruments necessary to deal with any 
emergency situations must be available, 'e.g.‘. Drinker respirator, Mine 
Safety Pneophore, oxygen apparatus,"etc. 

c. Hedical treatment and hospitalisation will be provided for 
alljCasualtles of the experimentation as required. 

d. ‘ The physician in charge will have’ available to him on short 
notice throughout the investigation competent consultants representing 
any of the specialties to be encountered. 

7. Due to the specialised nature of biological agents, the following 
procedure's in addition to the foregoing policies and procedures will be • 
observed in regard to this phase of the program. 

* ’ • • Xn selecting agents for investigation, priority should be 

given to chose which possess a high probabilityyof successful infection 
under operational conditions against U. S. forces. 

b. The effectiveness of available defensive measures,, either - 

imm unisation or chemoprophylaxis, will determine the necessity for study 
of the agent, considered. •• - ' 

c. Use enlarged (4X) Henderson or other suitable apparatus 
for exposure. 

’ d. First experiments will be designed to determine level of 
susceptibility. The investigation should utilize the minimum number of 
volunteers which will yield statistically valid data at low levels of 

dosage. 


e. Increase number of persons to that level which will give 

significance. } 

f. Then use innxuuized persons and persons on prophylactic- 
chemotherapy. 


g. Determine and 


^jjply 


details of immunologic study. 


h. From the- foregoing the final step will be to use volunteer- 
subjects, or if there exists a good correlation with a particular animal 
for a particular micro-organism, then use that animal, on a proving ground, 
"downwind far enough from the munition so chat the concentration will be 
known to be approximately equal to t^he level required to induce infection. 
(This will rule out subjecting volunteers to "crash!!- con centra exons.) 
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8. Ho research in atomic, biological'and/or chenical agenis using 
volunteers will be undertaken until the Secretary of the Array has stated- 
his approval in writing. The Surgeon General of the Army will review and. 
comment on aiL proposals for the use of volunteers. Wren appropriate, he 
will seek the advice of The Surgeon General of the Navy, Air Force and /or 
the U. S. Public Health Service. The sponsoring Amy agency will submit 
its proposal, together with the. Surgeon General's review and comment thereon, : 
to the Secretary of the Army through.this office.. As a minimum, the proposal 
will state the nature and purpose of the experiment and the name of the person 
who will be in charge. 

BTrSlRECrcOK OF THE CHIEF OF STAFF: ’ . 


/s/ JOHN C. OAKES 

' Brigadier Ceneral, GS 
Secretary of the General Staff 


Copies furnished: . 

‘ Asst. Chief of Staff, G-4 - 5 

Chief Chemical Officer -5 
The Surgeon General - .3 

The Judge Advocate General - 5 
• Chief of Research and % ' 

Development, CCS - .5 
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GROUP CORSIDERATIOK 0? CLINICAL RESEA RCH 
PROCEDURES DE7IATHiG FROM ACCEPTED 
MEDICAL PRACTICE OR INVOLVING UNUSUAL HAZARD* 


It Is the policy of the National Institutes of Health to place primary 
responsibility for the formulation and conduct of clinical research and 
medical care on the principal investigators designated by each Institute 
Director, in conformity vith standards and principles of legal, ethical 
and administrative propriety established by the Director of the National 
Institutes of Health. 

In order to assist the principal investigator in malting determinations 
■with respect to research projects and medical procedures vhich may 
involve deviation from accepted medical practice or potential hazard to 
the life or veil-being of the patient or subject admitted to the Clinical 
Center, tbs following statement of responsibility is provided as guidance, 
nrwT methods for obtaining group consideration and advice are established. 

It will not be necessary to present each project for evaluation of its 
medical, scientific and ethical propriety to any single central group, 
but any unestablished,, nonstandard or unusu a lly hazardous procedure shall 
receive appropriate group consideration before it is undertaken. 

I. Basic Responsibility 

1. Patient Care Responsibility 

Only properly qualified physicians or dentists may assume responsibility , 
for clinical diagnosis, investigation and care. All others associated 
vith the project are subject to the authority of the responsible physi¬ 
cian or dentist, and the physician or dentist assumes responsibility for 
such personnel. 

2. Project Formulation 

It 1 b recognized that every medical procedure is modified or adopted to 
accommodate the individual patient. It also contains some element of 
risk. Determination as to vhich medical procedures shall be considered 
as not being established or as involving unusual hazard shall be on an 
individual basis, in the light of total experience developed in veil 
recognized institutions accepted by the profession for the excellence of 
their staff in conducting medical care and research. Published reports 

■^Approved by Director, NIH 
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of techniques or procedures used elsewhere In clinical investigation 
without known doletericua effect to the subject will not, of then selves, 
relieve the investigator from renpcncibiLiiy /or submitting for group 
consideration bis plans to use the some or similar methodsc 

Two distinct types of hazard are recognized: (a) Jeopardy to the life 
or relative state of well-being of the research subject, either a person 
suffering from disease whether considered curable or .incurable, or a 
normal volunteer subject; (b) Jeopardy to the subject's chances for 
cure of his illness or alleviation of his symptoms, occasioned by with¬ 
holding or delaying the application of established therapeutic procedures. 

la- the development of any clinical study involving procedures deviating 
from accepted medical practice or involving unusual hazard, the principal 
investigator shall indicate, as prescribed by the Director of his Insti¬ 
tute, such contemplated procedures, referring to the literature end his 
own and others' experience. He shall indicate the necessity end basis 
for his proposed research, noting pertinent laboratory, animal and other 
human research and, insofar as possible, the potential hazard to the 
patient or subject. 

3- Public Health Service Personnel 

Self-experimentation and use of Public Health Service personnel as sub¬ 
jects in clinical investigation are prohibitedj unless prior written 
consent is granted by the Director of the National Institutes of Health. 

U. Group Consideration "and Review 

1« Institute Committees 

Each Institute Director and the Director of the Clinical Center shall - .- 
establish a committee or other mechanism to review and make re commenda¬ 
tions to him concerning clinical projects proposed by his staff that • ’* • 
involve unusual hazard. The review shall include evaluation of the ? 
necessity and rationale of any such procedure, »T1 significant questions 
concerning medical or ethical propriety" of the procedure, availability ... 
of personnel or facilities to reduce hazard, and" other•issues requiring * _ 
experienced group judgment. The committee shall recommend (l) approval-'-'" 
with or without modification, (2) disapproval, or (3) referral to the 
Medical Hoard. 

In general this review is expected to settle such matters without, fur¬ 
ther referral. The principal or senior investigator, who is responsible 
for project formulation and eventual conduct of the research, may 
through channels request his Institute Director to seek further advice 
or guidance from the Medical Board. 

2. Medical Board Committee 

The Medical Board shall establish a Clinical Research Comittee to 
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serve a* an expert review body to advise on problems concerning clinics: 
research Involving procedures deviating from accepted medical practice 
or unusual hazard referred to it by the rector of the national Insti¬ 
tutes of Health, institute or clinical directors, or the Director of tin 
Clinical Center.. The Committee is authorized to enlist additional 
assistance on an ad hoc basis from- among colleagues, intramural and 
extramural, consultants and others who nay have greater experience and 
competence in relation to a given problem. 

This committee will Investigate the scientific and ethical propriety, 
and provide group consideration, before the institution of any procedure 
about which such questions have been raised. Recommendations of this 
Cccinittee will be. submitted through the Medical Board to the institute 
concerned and to the Director, National Institutes of Health, for hia 
information or advice. 

3 .' Public Health Service Policy Committee 

A ftp'll standing policy committee for the Public Health Service, com- , 
posed of representatives of the National Institutes of Heelth and other 
bureaus, will develop a set of guides and principles relative to human 

research and serve as a general review “body and staff for ,tha Surgeon 

General. Special problems of major significance which should receive 
Service-wide consideration or which impinge on general policy may be 
submitted to this group, by the Director of the National Institutes of 
Health, institute or clinical directors, or the Director of the Clinical 
Center. 

HI. Principles Governing Physician-Patient Relationship 

1. Rules of Conduct 

Rules of conduct promulgated by the appropriate national professional 
organization to govern the relationship between the professional man 
and his patient shall be .observed by staff of the National Institutes 
of Health. 

2. Information for Patient 

The patient or subject of clinical study shall be considered a member 
of the research team and shall be afforded an understandi n g suited to 
his comprehension of the Investigation contemplated. Including particu¬ 
larly any potential danger to him. 

Each prospective patient will be given an oral explanation in terns 
suited to his comprehension, supplemented by general written information 
or other appropriate means, of his role as a patient in the Clinical • 
Center, the nature of the proposed investigation and particularly any 
potential danger to him. 

After admission, the patient shall receive information in keeping with 
the development of a sound physician-patient relationship. 
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3. Pa tlem Underetanfli n g j-r rl Agreement 

Qo Standard consent or agreu'/ni: e: ■ be id for : urgery., 

anesthesia, photography and other procedures where they arc ordinarily 
required and for permiseioo to disclose clinical findings, records or 
other personal infomation. 

"be. Similarly, standard forma pertaining to postmortem elimina¬ 
tion and disposal of body or limbe shall be used to recora permission 
for such procedures given by responsible next of kin or legal represen¬ 
tative. 


Co Voluntary agreement based on informed understanding shall be 
obtained from the patient and, when a pprop riate, from responsible next 
of -kin when the approved investigation includes procedures which deviate 
from accepted medical practice. Si all such cases, a notation shall be 
made on the patient 1 s chart of the essential points of the explanation 
and of the agreement obtained, together with any consent or problems 
raised bv the -patient. —When in the opinion of the responsible physicians 

B advisory groups noted above a procedure involves an unusual 

he proposed procedure shall not be undertaken until the patient 
tarily signed a statement, entered on the patient's chart or 
rate memorandum, indicating his understanding of the procedure 
urpose, including potential hazards to him, and his villing- 
artidnate. _:-—---• 

4. Responsibility ‘ 


The physician in charge of the patient shall be finally responsible for 
providing information to the patient, referring physician and next of 
kin and. for obtaining voluntary agreement from the patient, guardian, "• ‘ 
next of kin or others, as required, for the procedures described above, . 
He shall be responsible for incorporating in the medical record the • 
information given the patient and the nature of the informed consent 
or agreement accomplished with the patient, including any comments, 
objections or general reactions made by the patient. 
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Declassified by DNA, Chief, IST3 


—Copies, Seri 


•swpsg/7^ 


SUBJECT: Status of &**** Tolnnteers in Sio-aedical Ssperinsntatioa 


Assistant Secretary of Defease (Health Si M edicin e) 
Of lies. Secretary of Defease 
’ Washington 25, A. C. 

"JUnHs Colonel Sheldon 3. Browutca 


1 . la carrying cat its responsibilities with regard to the public 
release of atonic energy information under the provisions of. Depa rtagg fc 
•of Defease Directives Nos. S-5400.2, dated 22 September 1552,'and $230.4 

- dated 26 .'November 1952, tha Office of Public Information requires Head¬ 
quarters, Aimed. Forces -Special Weapons Project to review and'-cc rsan nt ba 
releases .involving the military application of ato mic energy.. • Tha scope 
of review- of documents taken by this headquarters is Halted: to the 
following; 

■ . a . ■ Consent is wade fron the -ggffSfI4jr- classification standpoint 
of the military application of atomic energy. '. 

b. Ccssaant is made on technical inaccuraaias from the stand¬ 
point of the military application of atonic energy. 

2. Ia isnlEcs8nting this policy, the Surgeon, Headquarters, AFSKP, 
is frequently required to review documsnts corr tainin g’Bio-g e di ea l ex¬ 
perimental data, obtained either by laboratory studies or froa a tomic 
weapons tests. Some of these documsnts contain data obtained by, and 

'make reference..to,, the use of human Tolnnteers as test .subjects* 

3. The S urg eo n reviews all pr o po sals; , f or Bio-medical research 

projects programmed at atomic weapons testa by other agencies as well 
as -M ating sponsoring such proposals. Sobs of these projects 

include the use of human volunteers. 











S5JFSG/7CC 

Subject: Status of ffrrsan Yolustaers in Bi *-**<”*<zal Ezp er iggnt a tion 


4 . At tba present tiffin, this headquarters is reviewing a. 

technical report entitled n 51asb Blindness* which tbs feet 

that hunan iplhrteera vers eaaloyod dnrtng atodc weapons tests 
conducted S^2$^X Subsequent reports f r o a . later tests on tbs sane 
subject certain ccanarahle references as -well as referring to at 

‘ least two instances in which volunteers'vara injured as a consequence 
' of taking part in field eaperinanta. Because of ths ■ inpl i cation .a 
involved due to these injuries, it is felt that a need 

exists for guidance in the uee of hnaw volunteers as euperisestsl 
subjects. 

5 . It is therefore requested that - BH w headquarters bo.,-advised 
•±f such guidance io available and, if so, .that, a c opy of th«/policy 
directive be made available for reference. If such policy guidance^ 
has not been formulated, it is recommended that such' be. dan ..and .. 
given the widest* possible dissemination to preclude .the’Mcurrence. 
of .unintentional violations or incidents by research lurestigatcr 3 . 

BISTE: FES ffE CHIEF, AF5WP: 

Qjs It 2 (letterhead) to addressee 
Cy 3 ("green) to AG 

Cy 4. (yellow) to AG - •IdVI S G Tu BRANCH 

Cy 5 (pink) to AG -Colonel, USAT 

Cy 6 (white) Medina 1 Branch reading file ‘4ctg». Chief, of Staff 

Cy 7 (white) Me dic a l Branch comeback file copy 


(SEE NETT PAGE FOR H/R) 

It. Col. Browxiin g/mef /1B699A/52793 

SECOND PAGE ’ SEHSlil'EN Major MHler/ned/lB699A/52793 *3-5^54 
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H/R: In Nov 53 it was learned that there existed a T/S document signed 
by the Secretary of Defense which listed various requirements and cri¬ 
teria which had to be met by individuals contemplating*the use of human 
.volunteers in Bio-toedical or other types of experimentation. Since this 
information was of particular importance to this office in classifying 
and/or releasing information on the Flash Blindness programs at weapons 
tests, attempts were made to learn of the nature of these requirements. .. 
On .11 January 1951, It. Colonel Browning and Major Hiller had a conference 
with the Executive Assistant to the Assistant Secretary of Defense 
(Health and Medical) at which time it was learned that although this 
document detail s very definite and'specific steps which must be taken 
before volunteers may be used in esmerimezstation, no serious attempt 
has been made to disseminate the information to those experimenters who 
had a definite need-to-know. • The lowest level at which it had .been cir¬ 


culated was that. of the three Secretaries of the Services. The Assistant 
Secretary and his Executive agree that the document should be downgraded 
but have not been able to obtain concurrence frcm Dr. Hannah nor from 
* the Judge Advocate! It was suggested that this office prepare a letter 
~for the Assistant Secretary in which was detailed our need for this informa¬ 
tion and the manner in which we were handicapped through ignorance of 
the provisions of this ’document. It is intended that this letter -shall 
point up the need for some relaxation of the grip in which this document 
is- now held, at least on a definite need-to-know basis. 




Lt. Colonel Browning/mef/l3699A/52793 f 

SECOND PAGE EEKEITTEK Major Mi2ier/nedILB699A/52793 3-5-54 
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(HOT TOR PUELICMXOH)- 


12 .March 1954 


'• Volwt9«rs In Kodical fis search 

Policies' and Rules'of 'the Orrico of Tfea Surgeon General 

• (ft be \i*ed «V Xhr as applicable as a Miwandatcpr planning 

• a ad conducting contract research.)'' 

" ’ * 



4 * iBterwatioayof* force', 'fraud, 

.4®T®*«* crrtsr-psac^i£g, or other-fcni. of=ppa-‘. .*• -• 

• “ -‘straint or oo'arsiezu " ****** : 


! V" 


J' 


.Should. baye;*8Ufll«ioat knoyledgo and orderstandLng of 

• the axpcrlaent to enable- him to sabs *n enlightened 

•** 5 • . decision, oa the basis of explanation giTen to hi^as * 

specified .below.* \J •.*•*’. 

d. Should’ state his consent in writing, signed in the 
' presence-of at least one witness who shall attest to 
scud: signature la writing, \J . - 

2« fisoh individual who initiates, directs or engagos izx the. Z' \/ ’** 
-acporiaeat'has a personal duty and responsibility for ascertaining^. 
s 'tfae. tjunli-^r of the voluntoer x s consent. 

• 31 Before v th a'.'acceptance cf wnaent of the. volunteer, he Bust 
be given adequate .explanation.* He should be informed .of the nature, 
duration, end purpose of the experiment; xho method and neons by vhi 
*it ia to be corductedj' all inconveniences''and hacards reasonably to be 
axpactodj and the effects upon his health or person which nay possibly 
cooa from bis pnrtieipat«on in the oxperlnent, 

• # . 4,-. • The experiment should be such as to yield fruitful results ' \/ 

‘for tha good of acei'ety, unprocurable by other means, of study, end not ' 
random and unnecessary, in nature-. 

5. The nTrsbur of voluntoors used sust bx kept at a nlnirm: 

'aiatant with tho requirement of a fruitful oxpbrloent for tha good of 

society. * 

6, -In order that the anticipated results will Justify doing tha 
experiment, it (the' experiment) should be designed and based on the \ 
results of anlanl experisi-ntoti on end s Josowlodgn of the natural history 
of the diaoesc or other problem under stod^. 


V532X£Si 
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7, Ibe exparixcat should bo so conducted at avoid all ua- 
csattarj physical aod suffering end'injury. 

8» Ko experiment should bo conducted vhera there is a priori 
reason to balievo that doeth or disabling injury will occur. 


9 4l ... 2ia degree of risk-to tho volunteer .should never exceed'that. 



■/ 


shall .^o required .to •exsroiso.jtto highest degree-of - s ki 11 ;aad.;oars 
- throughout the experiment.- Competent consultants should -be -nveil- 
shls oa short notice.in this, connection. 

21. Adoquate preperetiona .should be Made and adequate faeili- .. 
ties prerrided to protect tbo'-erperincntal subject against even re- ■ 
rate possibilities of injury, disability or doeth. Ibis includes 
hospitalisation and mod*oel txeotacat as..8ay be required. 

.12. Ibe huaan volunteer "subject should ba at liborty to bring 
the experiment to oa esd if ho feels that it is Sapossiblc for hia to 
coatinuo nador the tost. " 

13. ] 3ha scientist or physician in chnrgo asst bo prepared to _ 
terminate the exparisiant at any stage, if he has'probable cause to 
believe, in tho exorcise of the good faith, superior skill and earo- . 
ful jtsdgment required of .that a continuation of the experiment is 
likely to result in injury, disabilityi dr death to the exparimantal 
aubjoot, • 

11. Established policy prohibits tho use of prisoners of war 
in huaan experimentation. They will not be used under any eircum- 
atancoa. ’ .. • 

• 15 o Agent* used in rceoxrch. Bust have tha following Halting 
chsotaristics i 


'a. GoatroUabls lethality •. . 

b. Jfa serious .chrcnicfty anticipated 

c. Effective therapy available 

* Adequate background'of anisal experimentation.- 
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I.F7TTERMAN ARMY HOSIHTAI. 
SAN FRANCISCO, CALIFORNIA 


14. January 1955 


Colonel Elmer A. Lodmoll, h.C. 

Chief, Radiological Sorvico 
Walter Reed Army Hospital 
Son Francisco, California 

Dear Elmers 

I cun writing you this letter at the suggestion of Gcticrul Gillespie 
after having discussed uith him the matter of requiring patients to 

sign a permit for radioisotope therapy. We have started in a small way, 

limiting outselves to teat doses of 1*3^. Work has been started on the 
Radioisotope Laboratory and 3hould be completed within 90 days. 

In our initial meetin g - off t he Radioisotope Committee it was ten¬ 
tatively docided that wo -wouldTiotyrequire a signed permission on tho 
part of tho pationt for ^cst dosopi This conforms with the practico 
at StanforeKHospital but aoea-ntft conform uith the practico at University 
of Cal if or nia H ospital whore Dr. Killer requires a signed permission even 
fof test donas. Houuvor, ho tcllu mo that ha is nob sure lliub this ia 
advi sable_a na that it is mainly a continuation of a practice initiated 
when the procedure was still experimental and also because on the form 
the patient is required to sign a statement that she is not pregnant. 
Regarding the signed permission for therapeutic doses we could not reach 
complete agreemont since Kajor Lan„6on, who i3 in charge off the Radio¬ 
isotope Laboratory foel3 that it is not indicated and, if utilized in 
tho form now used at Unitor Reed in which possible malignant change is 
mentioned, that it will have an adverse effect on the patient with hyper¬ 
thyroidism. Major Hewman feels that one should be signed but is not 
convinced that tlie rofercnce to malignancy is desirable. Tho Logoi 
Officer (I.t. Joim J. Kullane, Jr, Asst. Judge advocate J 3 totes'that, 
if tho permission is to stand up in court, all possiblo doiotcrious 
effects including malignant change must bo explained to the patient and 
signature obtained. I feel that a signed permission should be obtained 
but doubt the wisdom of mentioning the possible malignant change since 
there is no definite evidence that this has ever occurred. The Radio¬ 
isotope Committee could not agree on what should be done and General 
Gillespie suggested thi3 letter to find out if an Army-wide policy has 
been or would be established. 
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REPROOUCEO *r TII6 NAIKXW. AHOIVCS 


jLhave talked to Dr. Hiller and I on enclosing a copy of the form 
vltich/they require signature on which impresses me as a quite innocuous 
form although tho wording X believe could be improved upon. I am bold 
that a signed fora is required at Stanford by Dr. llcwell but he is out 
of town and I can get no information. 

X would also like to know if you approve of the authorization used 
at Walter Reed Hospital for radiophosphorus and also radio iodine in 
the treatment of thyroid cancer, copies of which X am enclosing. 

Any information you can give me along these lines will be greatly 
appreciated. 


Sincerely, 


/Lc. 

PAUL 0. WELLS 
Colonel, H.C. 

Chief, Radiological Service 


2 
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ncruaxiccn *r »«. iiaikv.a. «iiei«nu/> '^/-/<Sf Reed A ,N . 
list of Specific Uses ol .naxomaterials with Unvested ,iau. lions {Us additional 
l'ur:ii:rH|iua) to Uiu ''AUTHulUZariOl* Full ;tUfUllid'i'U.a'iUi» UF hnUlUnCTlVh i-iiiThlilnLU » 
p Form For tiio Purpose of Fnrthor Unr Ideation 

1. Radioiodine (I^ 3 ^) for treatment of hyperthyroidisms 

The expected beneficial ro3ult3 and tno possible undesirable results 
(the latter including such real possibilities as sore thread and 
hypothyroidism and 3uch speculative po33iblities a3 malignant changes) 
of this form of treatment have been explained to ine to my satisfaction. 

2. Radiophosphorus (P^2) f 0 r treatment of leukemia or polycythemia vera: 

The oxpocted beneficial results and the possible undesirable results 
(tha latter including radiation sickness and depression of the blood- 
forming functions of the bone marrow) of this form of treatment have 
been explained to me to my satisfaction. 

3. Radioiodine (I 131 ) for inducing hypothyroidism in euthyroid patients with 
incapacitating angina pectoris and/or chronic congestive heart failure: 

Tha expected beneficial results and the possible undesirable results 
(the latter including such a real possibility as 3ore throat and such 
speculative possibilities’as sterility and malignant changes) of this 
form of treatment have been explained to me to my satisfaction, also 
I understand that this treatment is for the purpose of destroying all 
thyroid tissue, normal as well as diseased; and, that a permanent need 
for replacement therapy in the form of thyroid medication must be expected 
if a normal metabolic state i3 to be maintained. 
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AUTHORIZATION FOR JDrllHLjTftATIOH OF HaDIOnCTIVN HnTKItlaLS 


1. I hereby consent to the performan ce upon: .. 

(Diagnostic and/or therapeutic Procedure to be performed) 


(Signature of Patient) 


When patient is unable to affix signature or is legally incompetent: 


C Date) 

'“Patient"s'Naas”JastV’First’&*ittddie Name) 
'Name of .Hospital or'Other'Medical' Facility " 


(Signature of Consenting Person) 

( Relationship to Patient) 
(Signature of Witness) 

(Address) 

('City" & State ). 
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IlCmOMUCCD AT Y»c tlAtKXiA^ AtlClKVCS 

'If. Ilnilioiodiiic (x 131 ) for treatment of thyroid cancer: 

The ^xpecte<} benoficial results and the possible undesirable resists 
(tha latter including such a real possibility us sore tliroat and 3 uch 
speculative possibilities as 3 tori lily and malignant changes) of this 
fora of treatment have been explained to me to my satisfaction. Also, 

I understand that this treatment i3 for the purpose of destroying all 
thyroid tissue, normal as well as diseasedj ano, that a permanent need 
for replacement therapy in the form of thyroid medication must be 
expected if a normal metabolic stato is to be maintained. 

5. Radiogold (Au 198 ) for intracavitary instillation in the treatment of effusions 
duo to malignancies: 

The expected beneficial results and the possible undesirable results 
(the latter including radiation sickness and depression of the blood- 
forming functions of the bone marrow) of this form of treatment have 
been explained to me to my satisfaction. 

6. Any diagnostic study involving the U3e of radiomaterial: 

Tha nature of the procedure to be performed and the meaning of tha 
work "radioactive 0 have been explained to me to my satisfaction. 
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nEPnouuceoAr ihuijaikxim. *mci«vu 


HIFUliilAXION FOR PjiXXBMS RECEIVING KADIOXUlXtS 

/ * 


In order to study how your thyroid gland (goiter) is acting, 
wo need to give you a small amount of rndloiodlno. 

Radioiodino gives off radiations called beta rays and gamma 
rays. These rays are like x-rays and too many of them are harmful 
but thousands of people are examined by means of x-rays every day 
with no harmful effects. To the boat or our knowlodge, tho amount 
of radiation you will receive will do you no harm. 

We want you to understand that you are receiving small quan¬ 
tities of radiation after you drink the solution of radioiodine 
and ask you to sip that you have read and understand this brief 

statement. 


DO HOT SIGN THIS IP XOU AHE PKBGNAHT. 
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INFOllHalTON FOR PAHEilTS haCEIVIHC KaDlO-IODIMS 




In order to treat the disease of your thyroid gland, ve 
uanfc to give you radio-iodine. Radio-iodine gives off beta 
and gamma rays while in your body - mostly in the thyroid 
gland. Beta and gamma rays act on the body much liko x-rays. 
X-rays liave been used for treatment of certain thyroid diseases 
for many years. While the use of radio-iodine is still experi¬ 
mental, we beliove it will be more satisfactory than x-rays. 

Wo want you to know that you arc receiving radio-iodine 
when you drink the solution given you and to show that you have 
read and understood this simple statement please sign below. 


Signature, 


Date, 


m 
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Office Memorandum • united states government 

Chief, Medical Hans and Operations Division 
T0 t Chief, Legal Office date: 3 August 1955 

IN Tiny 

FROM : Chief, Medical Statistics Division 
subject: Permit for Radioisotope Therapy 


1. Raferenco is made to attached lettor from Colonel Wells, Chief, Kadio- 
lo-rical Service, Lottorman Army Hospital, concerning the desirability of obt a i n i n g 
an°authorisation for radioisotope therapy from the patient concerned; to mewsrandum. 
Chief, Medical Plans and Operations Division to Chief, Logal Office, 8 April 1955, 
subjoct na above; and to memorandum, Chief Legal Office to this division, 20 July 
1955, subject as above. 

2. It is tho opinion of this division that Standard Fora 522, Clinical Record- 
Authorization for Administration of Anesthesia and- Performance of Operations and 
Other Procedures, is adequate for use i n those instances when aut horization for ad- 
ministration o f radioisotope therapy is desire d. It is suggested tnao signature by 

a patient of an authorization form uhicfa lists possible sido effects or undesired 
rosults or such thompy may not roliovo a hospital or physician or professional or 
logal responsibility. This division agrees with tho view expressed by Medical Plans 
and Operations Division that the development of a special authorization form for one j 
procedure may imply a requirement for such forms for other procedures, such as the t 
administration of nitrogen mustard, of which issue and use is also controlled under \ 
src cs-in-ia. - - J 


Incl n/c 


EUGENE L. HAMILTON 


U 


MEDDD-HO 


NO. 2 


DATE: 5'August 1955 
Capt Hdbrock/628UO/mC 


TO: Chief, legal Office 

Chief, Medical Statistics Division 
IN TURN 

FROM: Chief, Medical Plans and Operations Division 


This division concurs in the above-coament3 of the Medical Statistics 
Division. 


1 Incl 

n/c 


'Colonel, H. C. 


■tt 

. PAGE v 
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Dof-c ■,/7}y.^ 


HUMAN STUDIES PROJECT TEAM 

June 2,1994 

LOS ALAMOS NATIONAL LABORATORY 

HSPT-REL-94-566 


Barcode: 00131775 


Shipman, Thomas, L. 
Letter to Dr. Charles L. Dunham 
June 18, 1956 


This document has been released by the Los Alamos National 
Laboratory through the Human Studies Project Team as part of the 
Laboratory’s participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are. 
aware that some pages of these documents are not easy to read. In 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process necessary for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
further information contact the telephone number below. 


I RELEASED DOCUMENT I FOR FURTHER INFORMATION CALL 505-667-1948 '"| 
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ESPOSITO EY J- Q 

eausgnow X £ ■ * 7 c 4 

■Oxnb. X>~ 3- /W • i.Ii 

WLoew £i /L- a.^' 


PUBUaYREL£ASABLE 

~f JS rMw— 


Jam IB, 1956 


Br. CbeAss Im Inabaa 

Hvision ef Biology «aA Bsdlrlns 
U. E. Atari c Energy ftawrt isles. 
jj—M-ryt-on * 5 , C. 


Two yuestlCBS have arisen — ana of tb» apeeifie, tbs athsr general — 

Wherein v> weed an opinion from you. tbs first of these ooccams taring repro¬ 
ductions of tbs Los Altos Monitors * fcadbook, IA-JJB35, aeveral oopiu of which 
yheiiA bs floating yocr Ulvision. this little booklet has esrtainly 

ho st tbs to» of tbs best-seller list aaoeg Los Altos Aocoasnts end the 
d—rfl shows so sign of slackening. ¥s recently reoeived s request for 100 
eopiss frost tbs Any Chmlcal Canter at Pt. Pelvoir. I would pa« that sot- 
wbert bstwesn 1000 sad 1500 copies haws so far besa distributed outside of 
Lot Alsus. Vs sr* w illing to eoatlnus xvprofttciag sal. distributing this 
Aoaaseat for free unless mmobs else would lilts to taka it swar. Vs asks no 
apologies for tbs fact that this Socatnt was prepared far sir omies Altos 
aocitora; it uni to bs sxtreaely popular elsewhere ia spits of tbs fact that 
vs Aid aot hesitate to include ease itsss which sight be regarded as allgrtly 
ocntrcvarsial. IT X*K wishes to suthoriee the reproduction sad sale of this 
Aocoseat frm the QP 0 , we will be quits willing; otherwise, we will continue 
to distribute it at Isast to a Halted degree e s sestisll y to those who request 
it. 

Shat was tbs assy question saA rayres littls wore than a 'yss oar no* sower 
fren you. the asst see is rather tou gh e r . We feel that tbs tlas has cove when 
it would be extmely helpful if XM should restate its position oa tbs Matter 
Of tbs ssperiaestsl use of Tolurtarr ha s sa subjects. To tbs best of my hacw- 
ledge, fcields wad* such a statswit sose years ago; I think that this was 
before Z Joined tbs oo^aay and I isn't believe that Z ever Star it in black 
and whits. People like laboratory directors, however, are ware of it sod are 
7 apprehensive wbaa they learn or vaspect that sons of their 
workers are earring as golasa pigs. 


I m bound to confess that we suraoives have fiw tiwe to tiwe In d ulg ed in 
«9criBaots of this sort, Most notably when we war* studying the toxicity and 
tart oology of tritisw. Furtfaarwore, I «a tore that ysai aa a aan with aeiantifie 
training will agree that situations will arise whan it bsca t cs neoesaary to 
prove tbs validity of saiml o^orivaata with bassn a rtrini stration. for yeer 
consider ation Z —os Ilka to suggest that yen issue ecsse sort of statement to 
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the effect feet » «ooa act abject te the afelzdetzvtlai to bow adbjecta 
«f truer <om of Mtcriili jrenrided that a) the yro eedcre la ag pr ena d by 
the easier wdleal officer of the iaetitutiee; b} that the eubject* in be cm. 
tUM valntaan and folly lnfoaeed aa to the jrocadore imalvad; Mod c) that 
the vrooadnr e ba carried oat under the aaparrlaloa of a napooalbl* jhyaiciaa 
«ho la lioenaad ta jmetlao la that laoality. 


10 ** g.»° h * 9 dlcy t aoeh aagerlaaiU will ba aortal aKbiw 

acinray wrf powlfcJy nth laede^ate eupcnriaioc. Ifr hope la far a t aaaamhle 
yolley irtileh Till font fecple to do aodi vozt aa la aeeaaaarr and act heap 
ua aslferias ftroi HirteJcw **dk In the dlatant pact. Cartalnly jrocr atate- 
aest seed not urge people to do theee thiage bet *t laaat TitMrav 

the SlYialOB's dlaespzeval. 


I 


»aty aineerely jcura, 


CSXA8 I. tEinUE, M. 

Kaalth leader 
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UNITED STATES 

ATOMIC ENERGY COMMISSION 

WASHINGTON U. D. C. 

July 5, 1956 


Dr. Thomas H. Shipman 

Los Alamos Scientific Laboratory 

P. 0. Box 1663 

Los Alamos, Hew Mexico 

Dear That • 

This Is in response to your letter of June 18. Ouestion 1 is 
answered easily. The Los Alamos Monitors* Handbook is a little gen 
and when it is revised in the light of what would appear to be intending 
changes in the maximum permissible levels for external exposures I wculc 
hope that you could continue to make copies available as you have in the 
past. Although it might relieve you somewhat of the responsibility if 
it were published here under Division of Biology and Medicine auspices I 
earn see two good reasons why this would not be desirable. One, it would 
require official endorsement by a number of Interested Divisions which 
night delay its reproduction, and two, being a Los Alamos document rather 

than a governnent document It would, as has been demonstrated in the^g ast, 
be much more acceptable and palatable. As to your second quesUjjn^I 
fall to see any particular problem with respect to the asfexinistration o- 
tracer doses of materials to human volunteers with four provisos: one, 
that these are true tracer doses and fall well below by an order of 
nagnitude or two amount which could result in something cor?archie 

to a continued maximum permissible body burden. The other three provisos 
are those you have suggested, namely, that the procedure be approved by a 
senior medical officer of the Institution, that the subjects are bona 
fide volunteers and fully informed as to the procedure involved; and_ 
that the proce du re be carried out under the supervision of a re sponsible _ 
physician who is licensed to practice in that loca lity.^ /i thin* Be 
context within which Shields made very strong statements decrying 
experimental use of volunteer hunn subjects was one In which there was 
tremendous pressure being put on both the AEC and the EDD to permit 
large doses of whole bod/ radiation exposure in human volunteers, that 
Is, hundreds of r to determine the dose levels at which nausea and 
vomiting would occur, impairment of work capacity and gross hematological 
change. 


Sincerely yours. 




cemcnoNT^^ 7 ^- 


&3-/W 236 


FILE BRRCODE 


Charles L. Dunham, K.D. 
Director, Division of 
Biology and Medicine 


~<J 13177E 


I 0 5 5 ! b 5 


342 






HUMAN STUDIES PROJECT TEAM 

June 2,1994 

LOS ALAMOS NATIONAL LABORATORY 

HSPT-REL-94-568 


Barcode: 00131777 


Shipman, Thomas L., MD 
Memorandum to Distribution 
July 12, 1956 


This document has been released by the Los Alamos National 
Laboratory through the Human Studies Project Team as part of the 
Laboratory’s participation in the Department of Energy’s 
openness initiative. This release is part of a continuing effort to 
identify documents related to studies in which humans were 
exposed to ionizing radiation, or of intentional releases to the 
general environment. Other related documents of substantial 
public interest may also be involved in these release. We are 
aware that some pages of these documents are not easy to read. lit 
some cases, this is the result of an original document that is in 
poor condition to begin with. In other cases, the document has lost 
its readability in the copying and scanning process necessary for 
a rapid release procedure. If the latter is the case, you can call the 
Los Alamos National Laboratory Human Studies Project Team and 
we will try to supply you with a better copy as soon as we can. For 
A *nher information contact the telephone number below. 


I RELEASED DOCUMENT 1 FOR FURTHER INFORMATION CALL 505-667-1948 1 
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t, X. inter 

crsnoB mass so i 


_ node by Mr. amflbay, T mta to Her. ftashs 2 
rapieistins frcn bin a nietsesst ae to BEi'c fa dlagF aber.t I;**- r5.ite- 
IrtaUoQ of trocar doan of isotopes to bus volunteers. Ess- I-vlloslac 
la bln reply: 

tail to nee asy particular prObles vltfc respect te v.rr- 
a&stalrtrotioa of tracer doses of materials to tax*, 
volunteers vita four provisos: coo, that those ere trv» 
tracer dwsec sad fall veil bdocr by as oxime of mageitui*; 
or ■feo en cnessfc vfcich could rssalt in seaething ccr?:.rr';l? 
to a ccotinzed «<»*<""" pcroissible bod; burden. 3E*: ulb-.r. 
three provisos era there yon have suggested, naxacl;*.- -ias/’* 
the procedure be approve! by a cedar radical officer ci* t! s 
institution, that tbs eubjocta cxc baoc file voSrat-::*:* r:: 
follr infocsed as to tLs procedure involved; end ttet the. 
procedure be carried ert under the superviaton of c rwr-sr :ib3c 
c physician vho in licence! to p r a ctice in that locolr 

gaascfcgfch, tJier^c viH be the guidins principles and t«a I'-viiirj siu.es 
taler vfcich any such verb viH be carried ort in Lon Alr.t t. 2» rri»?. to 
rawer* L these roles for local application, the fodlCKirs policy* ?: s-cg-ri 
to e&dnistratlca of tracer dosos is hereby estaUllchcd: 

1. Saeh (soerinant vhich acquires the adMalataxtlre: J*f t* reev dose:; 
to tuusn vduataern sust have the vrlttcn approval of tL-:- i-U- i: Sivisiai 
Lesdcr ccr Ms Alterants. 

8. fine rerreefc for such ap p r oval suafc cootaln a ste&sxii- s* to the 
smxlci's. daoe to bs adslrr? stersd, together with a stetesvrt os i' ihc a 
pt&iseihLe dose for such arterial. 

3- All aubjsctn will be base. fide vcOxsteers vhc ar*s fciorssd. 
an to the procedure to be etxrisd out. 

b. !2ss addnistAtica ef any nodi done* shall be curJjaf. cot coiy 
osier the Irnodiatc and direct supcrrfLnian ef a physic ia:. -i.t-ir.J5.*' to 
practice aedidne in the Stcte of Bee Mcadec.. 


nstribution: 

E-Dlv. Group 

E-U * ■‘ “ 

U. Z. 



VT.~&?flmsr* b . 4 
Baelth Slvisicn Lies:: 
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C=fcsin R. tf. Saliionc 

/jwed “orsas ipisiesasiu^tsl Zcz rd 
Office of die Su:—on General 
Usshinjssn 15, S. C. 

Sear Captain Sabione: 

von die application for a research csnarse'c to ssudj* ~zrz.it 
- Yassins aedifisd for resubsassioti in accordance vich 
sn^osoisns sees bj* Cite JSZZ and trsne=d.sssd verbally so 
sc by Sr. litjnlcr. 

Z Imre ImU i: up since Dr. Dingle indicated 
do: I S»c fasiiiar uieh die a stamens of cite Cffico of die 
Cur^sen Ccncrsl rc die oss of Iitaran volunteers. A copy of 
this sesessene finslly reached ire only lass veal:- heedless 
Co ==T, I uavc rood is end beiisre Shat our na=C end future 
wort bare end will cesply wind cite —•— scipulsesd. 

so be cireelaesd so slic w=aers sf die Afc*£S so sbac I can 
• ca y ss s sa hear resscnsily soon es so acsson sedan. 



-/ r./C /£* /»•/ 

• —* 
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revised fora as et J une Z-, 19S5. " *“■ ' 

This statement is incensed to answer certain questions regarding she 
application which were raised by rer.bers ef she Arsed Fortes Spidemasiegisal 
Board and transmitted so Sr. res by Sr. John C. Snyder by pheae sa September 17, 
13S8. 

1. Concerning sssslianse wish she principles, pclisies sad rules of she Surgeon 
General concerning She use of assar. volunteers: 

a. Re she secsieas dealing wish voluntary saaser.s, i.e., nes. 1, 2, 3 and 12, 
there is ao p re bier insofar as civilian volunteers are sensemod. The problem with 
respees se prisoner volunteers stems simply frs= -» face tiSiZ - le 7 prisoners 
and is no re apparent shan real, i.e. their being prisoners may be construed by sows 
So limit sheir freedom of ehoiae. In point of last, as both Angela (ha.) and 
Parshman (rliss.) a clear condition far our worie on site pars of she warden or 
superintendent is that she nan miss freely volunteer and, so insure shat, we can 
offer sliest no inducement, financial or premise of tire off, so obtain their 
esnsens. U'e do have permission so distribute cigarettes an oocasian as a .eir.or 
reward but never premised. Every reasonable effort is made sa insure sitae tlia 
prospective volunteers understand she nature of the pro jess and any risks or 
inconveniences related to their participation. This is dene verbally in ta l kin g 

to s mall groups in which every opportunity for questions is given and, in lass 
detail, in writing by incorporating a statesenc of the objectives and risk 
involved in the release forms. All volunteers are required to sign such forms 
in the presence of at.least 2 witnesses, signing after each paragrsph to indicate 
thsir having read and understood the paragraph and, finally, to indicate their 
free eonsent. Further, once in the study, the volunteer is free to drop out 
at any stage; in fast, aot a few have done so in the past. 

b. Concerning justification of the experiments conducted, i.e. section nos. 

4-9 and IS, the Uoard mist form its aim opinion but Cite principal investigator 
believes that the risk with strain Z vaccine is now known eo be negligible, that 
the further work necesaary can be done only in man, that previous animal 
esperlscnaatioa provides a reasonable basis for the work, and that the proposed 

• work inherently involves little occasion for physical and mental suffering or 

_injury. The most consequential aspect is Che matter of challenge with virulent 
typhus rickattsiac which is essential to establishing the effectiveness of the 

• vaccine and which necessarily involves the use of non-inmuae volunteers as ctmiiiAs* 
The possible nature of the resulting disease is fully explained to the men who 
oust re-volunteer at this stage. Adequate therapy, of eaurse, is available tsd 

instituted as-, soon as the fact of disease is reasonably evident, i.e. after 
4S hours of fever. 

c. Redicolly speaking, relating to sections 10 and 11, the past and current 
health status including known allergies is considered before final entrance of 
the volunteer into the srudy and adrenalin is always at hand to cope with 
unexpected shock reactions to inoculation (not so far encountered is tills work). 

Ac both Angola and Parshman very adequate hospital facilities exist and both 
prisons have had one (two at Parthman) physician in residence. However, at- 
Angola from last January until now there uas been ao full time physician in spite 
of strenuous and continuing efforts to employ one. Personnel of the "medic?.! 
eorpsuan” type art there, a Baton Rouge physician has visited regularly 3 class a 
week and was on constant call (he could be there within 1-2 hours), and ve 
likewise have been and are on sail with a 3-4 hr. travel tire involved. Currently, 
ir is reported that a full-case resident physician has just been employed again 
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bus tia turasver in :hc joe muse b« bo rzm in Voiuneawr* via her. b»«n 

„i, .vi usually Seen reesa-nod in hospital Jar i —-i*r period Cr== '-To 

><•*-!■,•'-.--- S3 ;arral siasar supervision; in a ft" cues i: Parthaan (no 
challenges Save yet been done ae Angela) sun at tnoar own request hare been 

transfer'to hie hospital a: the first sign of is ver. Ac Psrsrman the prison 
physicians cared isr me era who becane ill sa tne casas of previous detained 
iassruscaons and frequent piicne consultations vita us 13 "ew Crisaaa. Units: a 
physician.is araiiaais ac Angcii, a r^ciciar^frca sur^grevp w.11^ be^scacasasd 

4. Other sections tot specifically southed upon are nos. 13 tad 14. QL-ri:utiy, 
saecioR 11 will be fully stapiied wish; vacsinataon ianculacisas and/or challenge 
inocul* will not be girt a to anycae who nay Save reacced adversely to a previous 
iaeeuiis or whose curreac scats of ho all-, say eer.sra-indisase ic. Vnilo ic is 
lari co nsualiao any possible reason eemrging ia five light of our present knowledge, 
wo also are prepared to bale cbo general pro grin if indicated. Section 14, re _ ’■ 
prissnsrs of war, is not applicable. 

2. Bequest for on adraaea protocol of a proposed experiser.s: St is felt that —= 
plan ef work is reasonably outlined on p. a of the revised applioacioa. However, ea 
illustrate this point farther, the plans for our nest visit to Angola are indicated 
briefly below. Titrations for iafcccivicr and bactariclogis safety teats for a 

new stall lot of vaccine lave just been caopleted. be plan nev to derate this 
lot in v olun teers 6 to 8 men per half-log dilution over a S dilution range 

vtiich we expect will bracket die iafeedvity end-poiac ia saa as determined by 
serologic response. This experiment has been dons twice before and will be repeated* 
a number of tines ia the future using different lots of vaeeiae or the sass lot 
after periods of storage ia order co define ears certainly the relation between 
raeeirss infectivicy as ocasured in eggs before and after lyepailisadoa and 

-jag potency ia saa. An added objective is to verify our assuapeion that 
de delayed type of reactions can be controlled by appropriate antibiotic therapy. 

Far vtv i reason the occurrence of such, reactions will be sought and, using 
tempera cure of 100° F. as an objeedve criterion, alternate instances of reaction 
will be treated or given a placebo. Because of cha low incidence of such reactions 
procedure will be part of’ each individual experiment, thus persisting slow 
cumulation of pertinent data. JJea known to hare becssc in— , -r du r i n g these titrttion 
experiments will provide a pool froa which candid ates for future challenge 
esperisrnes or efforts to induce recrudescent iafectien will be recruited. 

3. Concerning the need for die funds requested and the relation of the requested 
AFEQ support to support for similar work by the USPHSi Apparently this question 
arises in part frua the final sentence on p. 4 of the revised request which read: 

"Tim foregoing work is being initiated with current USPIIS support but will certainly 
extend well beyond the —--r of termination of the present grant-J Wien that 
sentence was written, current meant June, 1S35, and the time of tenaination smant 
August 31, 1955. Since then, a pending USPtS grant has beer, finally approved ansi 
paid, ostensibly to support the same work proposed under die AFEB request plus 

die Peruvian work originally proposed but since deleted free she AFEB request. As 
explained in a letter dated August 4, 1955, to Dr. Snyder and intended for any 
necessary circularise, the intention was to accent the AFE3 contract if approved 
and to diseuss with 3r. Sartl the possibility of vising a portion ef the USPHS 
funds ts term ina te the Peruvian work. Preference far the AFaU etnjracc derived 
chi efly from the fact that the budget requested had been prepared epasidtraliXy 
.later than chat requested of the US7HS (after considerable re-chinking of the 
pro gran) and provided for somewhat sore technical 'snip ami supplies. Is also 
p-srided for sne assart salary of Or. Jordan, who spends her full time on the 
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typhus vorfc, a poiae of some importance since funds for eho aojer portion of Sir 
sb1aj 7> now dePiTod from the raehor tnagor Deparesoceal bud*oc, would S«c=m 
available to help obtain state badly- needed eeaehic; assiaeaneo. 

4. Concern,in; tbs effective data of the contract: Sep tenter 1, 195G, da s at 
originally' in the espeeeaeion that the contract would replace essentially- tbs *JS?US 
grant which eetsiuated on invest 31. That date haring airs air passed, January 
' i, Z3S7, ia actuated as a eottrenient new daee to allev ciss far any fnrther 
proceesias of thin request and to arrange r nr the disposition of the unexpended 
pars of the current av CSPHS (rant. 
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MKttrrowr - / -'■ 1 
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PUBLICLY releasable 

*■» l£, 1?56 


tr. ebtflM L. lobs 

dTlsloo sf dolocr acad Vsftlrlns 
V. Ei Atari- bcrgr CaacLuis. 

HMhlACtQO 15, fi« C. 


two question ban reeentlr ciae — sew of «■ specific, tbs stb«r vsncrml — 
w h ere in V* iMd sa eglaloe front 70a. Cw first of these oanesxas waking repro¬ 
ductions of the Us ALmm Mod tan* leadbook, LA- 1635 . Mnrsxsl aopiss of which 
abe»Q£ be flatting sr ocad 700? drlsiao. Sals Metis booklet hss sertainly 
Wen st the top of the best-sellax list asong Lot ALwos docosests sod the 
1»—M shows so sipi of Blscksol&c* V* rsoantly rwosiewd s rsQuost for 100 
•opiss fn» tbs dzay Pwnical Center st ft. VeL-walx. Z would pwi that km- 
w her e between 1003 sad 1500 espies hvm so fsr boss disttibertad aetsidc of 
Los ilsoas. Vs srs Tillias to eiaitltcis r e pm d u . -! n j sad Cistnbotlas this 
docaa gz t for free ttnlsss sea sens else woold Ilk* to tsks It swer. V* asks no 
apologies for ths fact that this docuaent was prepared far star «ra Sos ilon 

■editors; it 1-to b« ar ta w- ly pnpnlsr sJsewtwTr In spits af ths fsrt that 

*» did aot besltste to iaalndc sasc itsw which mLgi t be xapsrdsd ss siitfhtly 
•cntrevarsial. If Z 2 X wishes to authorise tbs rs p r odnrtt cn sad tale of this 
doeweot fren tbs QP 0 , we will b* Quite wllliaci otherwise, vs will seotlaue 
to distribute it st Issrt to s llsltsd decree weit'eMy to thoee who request 
It. 


'That ni tbs easy qnewtlon sod reylree little sots then s 'y»» or no* snarer 
fren you.. Cxi next one is rather toegber. Ve fed that tbs ties has ease when 
it woold bs s ctr—djr helpful if OK sboold restate Its position on tbs setter 
Of tbs s rpert a rr tal use of rolsstser hoc sub J sets. To tbs bsst of know¬ 
ledge. av< »’> aeds a stat^seht sow ewers up: Z that this was 

before Z poised tbs oaspany sod I don't belime that I rax ass it is black 
sad shits. People like laboratory directors, bow star, are ■rare of It and sre 
sndsxrtaadsMgr spprwhsnalwe wbwn they lws.rn or sospeet that sens of their 
■Barkers ere serrl ng as yilsss pies. 


I se bocad to seefsss that we owsslewt bars trot tins to tlae tnfrilawrt la 
<nq?«ri»onts of this sort, aost aotahly when we wers sVjftyia* the tonicity sad 
tcEdoolo®' of txitlas. Pertb eo sg e , Z <*» ears that you as a ana with scientific 
tawiaiag sill acres that .sltoatians vlU arise shea it b s cc a e i n so as s a ry to 
pro-re tbs solidity of snivel sxperiassts with kosui srtrl rtstrati an.- Par par 
consideration X sonld like to suggest that 70c issue saw sort ef statement to 
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Sr. &m. 1. 


18, 1956 



the effect test 8K doe* act abject to tbs edaisistrwtieB te ho— sdbjeeta 
■f kue ioMi af Materials provided that a) tha pro cedur e U approved by 
the sealer ^ aTTleer ef the institsrtim; V) that the eohjeeta are boo* 

fide eolmte ■ ■>■■■ eod rally Interned ea to the jmcedsra isealved; and e) that 
the pui be earned eet mVrr the acperrlalaa tf a responsible physician 

the la licensed te practise la that Leeallty- 

& the ah—ee ef —b a poHey, aoeh eeperiaacta will be eatrlad aa abb roe* 
anyway forcibly nth laade^ate a uperrl aice. Hr hope la far a meaoahle 
poliey ehieh will pezadt people to do each wart: ae la aeoaeaary and net keep 
ea eerf er i ag trm mistakes ed* In the distant past. Certainly yocr state* 
aest meed not arse people to do theee thing* bet ahcnld at least withdrew 
the JS.Tiaicc'a dis^piervai. 


tsmxb i. caus, m. p., 

Semlth Pi-rtsiac leader 
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THE MEDICAL USE Or RADIOISOTOPES 

RECOMMENDATIONS AND REQUIREMENTS BY THE ATCI1IC ENERGY COMMISSION 


I. INTRODUCTION 


The present procedures of the Atomic Energy Commission for the allocation 
of radioisotopes for medical research, diagnosis and therapy are set forth 
in this announcement. The recommendations for minimum. clinical radio¬ 
isotope training and experience for use of radioisotopes in human subjects 
hare been established in advisement with the Subcommittee on Human Appli¬ 
cations of the Atonic Energy Commission *s General Advisory Committee on 
Isotope Distribution. 


These recommendations are designed to provide guidelines for p'nysi-' 
cians and typify 'the nature rathor than the precise extent of .the 
desirable clinical radioisotope experience. For special situations, 
other experience may serve in lieu of the particular recommendations 
set forth in this announcement. _ 

H. ADMINISTRATIVE PROCEDURE F O R RADIOISOTOPE PROCUREMENT 
A. Application ; 

A medical institution' or a physician in an individual medical 
practice desiring to obtain radioisotopes, forwards to the Isotopes 
Extension#, Form AEC-313, "Application for Byproduct Material 
• Licenses," and>Supplement A, "(Form AEC-313-a). If -the- radioisotopes 
are to be obtained as sealed, sources (such as Cobalt-60 for 
teletherapy units or Strontium 90 for medical eye applicator) the 
applicant should complete the basic form (Form AEC-313) and- 
Supplement B (Form AEC-313-b). These forms should be completed in 
accordance with the instructions attached thereto. Applications 
for use of radioisotopes in human subjects in an INSTITUTIONAL 
MEDICAL PROGRAM should be supported by the special information 
described under Section HI, Page Ij, Section 17, Page 6 and 
Section. V, Page 8 of this announcement for such use by a physician 
in his INDIVIDUAL MEDICAL PRACTICE the application should be sup¬ 
ported by the special information described under Section HI, 

Page U, Section VI, Page 1$ and Section VII, Page 18. 

In considering such applications, the Atomic Energy Commission is 
concerned primarily with matters of radiological health safety. 

Toward this end the Commission seeks to determine if the applicant 
has equipment and facilities appropriate to the proposed use ana 
whether the physician is trained in basic'principles of radio¬ 
activity and has specific experience in the use of radioisotopes 
in the clinical situations being proposed. The information is 
indicated by the applicant on his application form and the supplementary 
sheets attached thereto. 

* Allocations Branch, Isotopes Extension, Division of Civilian Application 
U. S. Atomic’Energy Commission, p. C. Box E, Oak Ridge, Tennessee. 
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Upon favorable review- of the application (See NOTE' below). 
Fora AEC-37U, "Byproduct Material License," is issued. • 

This license permits the holder to procure radioisotopes -in ' 
accordance with the conditions stated on the application 
and license forms and in Title 10 of the Code of Federal 
_Regulations. 

NOTBr The Isotopes -Extension normally reviews applications 
proposing new or nonroutine medical uses of radio- 
. isotopes in collaboration with the Advisory Sub¬ 
committee on Human Applications. This review 
usually requires four weeks for completioni 

Types of Clinical Radioisotope Prbgrams 

The recommendations and requirements established by the 
Atcoiic Energy Commission for the clinical use of radio¬ 
isotopes are designed to provide for two types of medical 
radioisotope programs. These are defined as follows* - - 

• 1. Institutional Medical Radioisotope Program 

Clinical radioisotope programs established by a medical 
institution and carried out under the guidance of a 
medical isotopes committee (See recommendations for 
membership and duties of a'medical isotopes'committee 
in Section IV, A. Page 6) are designated as "Institu- 
. tional use**. -Licenses for institutional use require 
. that the physician (s) named on the license form 
supervise the conduct of the program with the guidance' 
of the medical isotopes committee. The use of the 
radioisotope(s) shall be by, or in the presence of or 
under the supervision of, the physician(s) indicated 
on the license'and confined to the location and the 
purposes indicated thereon. 



NOTE Is 


3 - 


Physicians other than these named on the license 
form may participate in the medical radioisotopes 
program with the general supervision of the named 
physicians and upon approval by the medical isotopes 
committee. Institutional type programs provide a 
vehicle whereby physicians other than those named 
on an AEC license may have an opportunity to gain, 
radioisotope' experience commensurate with' the • 
recommendations ir. this announcement. Such 
.experience may assist these physicians in initiating 
a medical program at 'other institutions or in their 
individual practice. 

NOTE 2 ; Individual physicians within an institutional medi¬ 
cal program operated under the guidance'of a medical_ 
isotopes committee are discouraged from initiating 
separate-applications -for use of radioisotopes -in'" 
specific clinical programs where the institution 
already holds a license (Fora ASC-37U) for such •• - 
use. It is recommended that.one or more physicians 
experienced in the use of a radioisotope for.a 
particular clinical situation..be designated by the’ 
medical isotopes committee as the .nominally responsible 
physician(s) on the application for radioisotopes. 
Subject to the approval of the.medical isotopes 
. committee other staff physicians may administer, radio¬ 
isotopes .to patients in consultation with or under 
the supervision of the physician(s) designated'on the 
license form as mentioned in' NOTE 1 above. 

2. Individual Practice Medical Program 

Medical radioisotope programs which are to be conducted by 
a physician in his individual practice without the . 
guidance of a medical isotopes committee are designated as 
"individual practice use". These programs are limited-to • 
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well-established medical uses of radioisotopes. .Licenses 
for the use of radioisotopes in individual practice-'—-- 1 
require that the physician(s) so licensed personally 
carry out the program. Such use shall be confined to 
the location, dosage and numoses indicated on the license 
fora. • 

B. Supporting Information to Accompany Application 

X, Applications for ‘‘institutional use'-‘ should provide the 

supporting information described, in Sections iul , IV and V 
of this announcement. 

2. Applications for "individual practice use" should provide 

the supporting information described in Sections III, -VI and VU . 

GENERAL E5QPIREK5NTS FOR MEDICAL USE 0? RADIOISOTOPES 

A. Preceptor Statement 

A standard preceptor form has been prepared by the Isotopes 
Extension as a convenient means of furnishing information 
concerning the physician's basic radioisotope training and 
clinical experience in the use of radioisotopes. The physi¬ 
cian should have his medical preceptor in the clinical 
radioisotope work proposed forward a completed "Preceptor 
Statement’»* to the Isotopes Extension with his initial appli¬ 
cations. When a physician wishes to .extend his program to 
include 'other clinical situations a new preceptor form normally 
should' be submitted if information concerning his experience 
in these medical uses has not previously been provided. 

E... Dosage Schedule 


Every application shall include the’ proposed dosage range for 
each of the diseases cr conditions to be followed. When the 

isotope is proposed for both diagnosis and therapy, the dosage 
range for each is to be stated separately. The approximate dosage 
(in millicuries or microcuries) per single administration is 
to be indicated as well as the number and frequency of such 
doses. 
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Applications proposing such experimental or nonroutine uses of 
radioisotopes in human subjects should be supported by a 
statement detailing the rationale for the dosage proposed 
and other data as set forth under Section 7.3., Page lii. 

C. Prerequisites for Use 

1. The individual to use radioisotopes in human subjects 1 
shall be a physician licensed to dispense drugs in the | 

.practice of medicine by a state or territory of the 
United States, the District of Columbia or the 
Commonwealth c£ Puerto Rico. 

2. Normally the proposal to use radioisotopes in human 
subjects should be appropriate to the scope of the 
physician’s medical experience, specialty and/or board 
•certification. . 

3. The physician should have personal experience gained 
through""basic radioisotope training" and "active 
participation" as defined in Part (a) and (b) below. 

The active participation shall be obtained by 
collaborating in a program using radioisotopes in 
clinical situations comparable to those proposed in 
the application. The training and experience should 
be in accordance with the recommendations cited under 
Sections V, or VII, "Recommendations for MINIMUM 
Clinical Radioisotope Experience for use of Radioisotopes." 

a. Basic radioisotope training* shall provide the 
physician a worming knowledge of 


1. Principles and practices of radiological 
. health safety. 

2. Radioactivity measurement standardization 
and monitoring techniques and instruments. 

3. Mathematics and calculations basic to the use 
and measurement of radioactivity. 

h. Biological effects of radiation. 

■ Actual use of radioisotopes in the types and 
quantities for which application is being made, 
or equivalent experience. 


Satisfactory completion of the Oak Ridge Institute of Nuclear Studies 
"Basic Course in Techniques Using Radioisotopes" or its equivalent will 
serve as evidence of compliance with requirements in basic training. 
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B. Active Participation Consists of 3 

1. Evaluation of the suitability of the patient for radioisotope 
diagnosis and/or- 'treatment by taking patient histories and 
performing medical examinations and/or study of case histories. 

2. Collaboration in diagnosis and/or treatment and dosages prescribed. 

3. " Measurement’of doses and their administration. 

U. Related measurements and plotting of data. 

i>. Active period of training and experience of sufficient duration 

to permit the following of specific patients through treatment 
and post-treatment periods, including reevaluation as to 
effectiveness and complications. 

6. Study of case histories (without seeing patients). 

?. Study of case histories (observed patients). 

8. Observation and discussion of diagnostic and/or therapeutic 
techniques, as well as management of-patients during follow¬ 
up periods. 

NOTES Details of the physicians active participation 
should be indicated by his medical preceptor 
on the standard preceptor form discussed in 
Section HI A, page U. 

IV. " SPECIAL REQUIREMENTS FOR INSTITUTIONAL MEDICAL PROGRAM 

(See also General Requirements cited under Section III , above) 

^ A. . Medical Isotopes Committee 

The applicant institution shall'appoint a medical isotopes^ 

• committee to evaluate an proposals for research, diagnostic 
and therapeutic use of radioisotopes within the institution. 

The initial application from an institution should include the 
names, specialties, and pertinent radioisotope experience, if 
any, of the members of the medical isotopes committee.. The 
functions of the committee, as well as the administrative pro¬ 
cedures by which it carries out these functions, should also 
be defined. In subsequent applications any changes in the 
membership of the committee should be described. 
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NOTE: Where the use of radioisotopes in a medical insti¬ 

tution is to be limited to sealed radiation sources 
for well established intracavitary, interstitial or 
external therapeutic procedures, a medical isotopes 
committee is not necessary. See Section VIII , Page 23. 

1. Formation of a Medical Isotones Committee 

The Medical Isotope Committee shall include at least 
_ three members. Membership should include physicians. . 
expert in internal medicine (or hematology), pathology, . 
or therapeutic radiology and a person experienced in 
assay of radioisotopes and protection against ionising 
radiations. It is often appropriate that a qualified 
physicist be available to the Committee, at least in a 
consulting capacity. 

It is recognized that the composition of lo cal isotop es' 
.committees'may vary from institution to institution 
depending upon the individual interests of a particular 
medical facility. 

2. Duties of the Medical Isotopes Committee 

Generally, the Committee should have the following 
responsibilities: 

a. Review and grant permission for, or disapprove, 
the use of radioisotopes within the institution 
from .the -standpoint of radiological health 
safety and other factors which the Committee 
may wish to establish for medical use of these 
materials. 

b. Prescribe special conditions which may be necessary, 
such as physical examinations, additional training, 
designation of.limited area or location of use, 
.disposal methods, etc. 

c. Review records and receive reports from the radio¬ 
logical safety officer or other individual 
responsible for health-safety practices. 
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d. Recommend remedial action when a person fails 
to observe safety recommendations and rules. 

e. Keep a record of actions taken by the Committee. 

B. Radioactive pharmaceuticals 

Radi ana terials distributed by Atonic Energy Commission-owned 
laboratories are not necessarily of pharmaceutical quality 
and are not warranted -as to identity, quality or quantity. 

An applicant desiring to procure radianaterials for human 
use, therefore, must either purchase them .preassayed and of 
pharmaceutical quality from commercial concerns or process • 
them himself should he choose to receive these materials 
frcm Commission laboratories. Where the latter option is 
chosen, the applicant should include with his application 
the following information: *. . 

His experience in standardization and measurement 
techniques. 

The procedures to be employed for identifying, and 
assaying the radianaterxal and carrying out such other 
testing and processing (sterilization, pyrogen .tests, . 
etc.) as may be appropriate. 

The instruments and equipment available for this purpose. 

NOTE? When purchasing radianaterials* frcm an AEC 

distributor (e.g. Oak Ridge National Laboratory), 
all non-federal applicants must use a special 
"Isotope and Service Irradiation Order Form" 

(Form AEC-391) and federal agencies must use an 
"Isotope Order Blank" (Form AEC-375)« Copies of 
these farms are available frcm the AEC distributors' 
and Isotopes Extension. These forms are not 
intended for use when' ordering materials from other 
than AEC distributors. 

RECOMMENDATIONS FOR MINIMUM CLINICAL RADIOISOTOPE EXPERIENCE FOR 
INSTITUTIONAL USE (.In addition to the requirements discussed in 
Section III C., page 5, the physician should have clinical radio¬ 
isotope experience commensurate with the following reccmmendation(s) 
applicable to the use(s) proposed on his application. 

A. Iodine 131 


1 . 

2 . 


3. 


1 . 
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Diagnosis of Thyroid Function 

The physician should work for at least 30 hours .in a medical 
program -where Iodine 1>1 for diagnosis of thyroid function 
and treatment of thyroid disease is being used. 


361 



During the 30-hour period of time the physician should 
actively participate in such diagnostic studies in at . 
least 10 patients. 


NOTE: The- Iodine 131 unless otherwise exempted, 

shall be procured in precisely calibrated form. 


2. Determination of Blood Volume and Plasma Volume 

The physician should work for at least 30 hours in 
a medical program where Iodine 131 for blood 
determinations is being used. 

During the 30-hour period of -time the physician should 
actively participate in 10 such blood determinations. 

Physicians already using Iodine 131 in diagnosis of 
thyroid function can qualify after active participation 
in 3 such blood determinations. - 

NOTE: The Iodine 131 unless otherwise exempted shall . 

. be 'procured in a -sterilized, precisely calibrated 

form. 


3. Diagnosis of other Clinical Conditions 

The use of Iodine 131 for the localization of brain 
tumors, hepatic malignancies, etc., represents 
specialized applications requiring considerable 
refinement in techniques and specialized instrumentation. 
The use of radioiodine for these purposes is normally 
limited to physicians already having substantial 
experience in both diagnostic and therapeutic use of 
radioisotopes as’ well as specific experience in the 
modality being proposed. ’ 
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Applications proposing such use of radioisotopes should'; 
he supported with- information describing the clinical 
procedures to be followed and the instrumentation' to -- 
be used. 

ii. Treatment of Hyperthyroidism and/or Cardiac'Dysfunction 

The physician should actively participate in the use of _ 
Iodine 131 for the treatment of hyperthyroidism and/or 
cardiac• dysfunction in a minimum of 10 patients. 

f>. Treatment of Thyroid Cancer . 

The physician should have (l) experience as set forth 
in U above and (2) active participation in the use of 
Iodine 131 for the treatment of thyroid cancer in a 
minimum of 3 patients. 

B. Phosphorus 32 

# 1. Diagnosis 

The use of Phosphorus 32'for localization of brain 
tumors, eye tumors, etc.,'represents specialized 
applications of radioisotopes- requiring considerable 
refinement in techniques and specialized types : of 
instrumentation. The use of radiophosphorus for these, 
purposes is normally limited to physicians already . 
having substantial experience in both diagnostic- and" : • 
therapeutic use of radioisotopes, as well as specific 
experience in the modalities being-proposed. 

• Applications proposing such use of radioisotopes ■ 
should' be supported with information describing the 
clinical procedures to be followed and the instrumentation 
to be used. - ‘ ; ' 

2. Treatment of leukemia. Polycythemia and 'Allied Blood 
Dyscrasias ■ ' 

a. The physician should be expert in therapeutic 
radiology, internal medicine (or hematology) or 
pathology. Board certification will serve as 

evidence of qualifications. 
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ia* Physicians who are not qualified as indicated 
.above should actively participate in the use 
of phosphorus 32 for the treatment of leukemia, 
polycythemia vera and/or other blood dyscrasias 
in a minimum of 5 patients. 

. 3» ■ Phosphorus 3? - Chromic Phosphate 


a. Intracavity Use in the Palliation of Carcinomatous 

patients 

(1) The physician should actively participate in 
the use of Phosphorus 32 -labeled chromic 
phosphate in the treatment of a minimum of 

5> carcinomatous patients. 

(2) Experience in the intracavity use of colloidal 
Gold 198 will serve in lieu of the recommenda- 
tions set forth in (1) above. 

HOTS; Applications proposing the intracavity use 
of phosphorus 32-labeled chromic phosphate 
should be accompanied by a properly annotated 
drawing of the infusion apparatus to be used or 
a literature reference to’such apparatus. 

b. Interstitial Use in the Treatment of prostatic and/or 

Cervical Cancer • : 

(1) The interstitial use of phosphorus 32-labeled 
chromic phosphate for treatment of prostatic 
and/or cervical cancer entails a specialized 
procedure. Such therapy, therefore,'should usually 
be carried out by a team which includes a surgeon of 
appropriate specialty and a therapeutic radiologist 
both of wham are experienced in this modality. 

The surgeon should actively participate in the 
treatment of 6 to 8 patients ana the therapeutic 
radiologist' in the planning for and handling of 
1 to 2 patients. 

(2) Experience in the interstitial use of colloidal 
Gold 198 for prostatic and/or cervical cancer 
will serve in lieu of the recommendation set 
forth in (1) above. 
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NOTE Is The use of phorphorus 32-labeled chronic 

phosphate interstitially in the treatment 
of prostatic cancer and/or cervical.cancer 
is not considered to be routine. Therefore, 
applications proposing this therapy should be 
’ submitted as an investigative program which 
outlines in detail the study conditions 'to 
be evaluatedo 

NOTE 2 s Applications proposing the interstitial use 
of phosphorus 32 -labeled chromic phosphate 
should be accompanied by a properly annotated 
drawing of the injection apparatus or a 
literature reference to such apparatus 0 

C. Gold 198 Colloid 

1. Intracavity Use for palliation of Carcinomatous Patients 

a. Physicians who have personal experience in 
the actual handling of equivalent amounts of 

• other gamma emitting radioisotopes, e.g., Iodine 131 
far the treatment of thyroid carcinoma, should 
actively participate in the treatment of a minimum 
of 2 to 3 carcinomatous patients. 

b. Physicians without personal experience;in the actual 
handling of. equivalent amounts of other gamma emitters 
should actively participate ' in the use of Gold 198 
colloid in the treatment of a minimum of 5 carcinomatous 
patients. 

NOTE Ig Applications proposing the■intracavity use of 
Gold 198 colloid should be accompanied by a 
properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such apparatus,, 

NOTE 2s Because of the magnitude of the dose of 

Gold 198 colloid used for palliation of carcino¬ 
matous patients and the accompanying gamma ray 
flux, the application should be accompanied by a 
detailed discussion of the special instructions 
to be given hospital personnel concerning the care 
and handling of such patients and the special 
radiological health safety procedures to be 
followed. 
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NOTE 3s The application should state whether 

the Gold 198 colloid will be obtained £ 1*031 
the supplier in individually prepared doses 
or whether patient doses will be prepared by 
the physician' from stock solution,, If the 
latter is the case specific details should be 
presented 'concerning assay and safe handling 
procedures. 

2. Interstitial Use for Treatment of Prostatic and/or Cervical 
Cancer 

The interstitial use of Gold 198 colloid for treat¬ 
ment of prostatic and/or cervical cancer entails a 
specialized procedure. Therefore, such therapy should usually 
be carried out by a team which includes a surgeon of'appropriate 
specialty and a'therapeutic radiologist both'of whom are 
experienced in'this, modality. The surgeon should actively 
participate-ini the treatment of 6 to 8 patients aid the 
therapeutic radiologist in the planning for and handling 
of 1 to 2 patients. 

NOTE 1: Applications proposing the interstitial use 

of Gold 198 colloid should be accompanied by a. 
properly annotated drawing of the injection 
apparatus to be used or' a literature reference to such ' 
apparatus. 

NOTE 2: Because of the magnitude of the dose of Gold 198 
colloid used for interstitial therapy of cancer 
patients and the accompanying gamma flux the 
application should be accompanied by a detailed 
discussion of the special instructions to be given 
hospital personnel concerning the care and handling 
of such patients and the special radiological.health 
safety procedures to be followed. 

NOTE 3: The application should state whether the Gold 198 
colloid will be obtained from the supplier in 
individually prepared doses or whether patient 
doses will be prepared by the physician frcm a stock 
solution. If the latter is the case specific details, 
should be presented concerning assay and safe handling 
procedures. 

I). Chromium 51 

Determination of Blood volume. Plasma Volume and Erythrocyte Survival 

1. The physician should work for at least 30 hours in a 

medical program where Chromium 5l for blood determinations 
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is being usedo 

During the 30 hour period of time the physician should 
actively participate in 10 such blood determinations. 

HOIS? The Chromium $ 1 , unless otherwise exempted, 
shall be procured in a sterilized, precisely 
calibrated form, 

2. Physicians trained in the use of other radioisotopes 
for diagnostic and therapeutic purposes can qualify 
after active participation in 3 such blood determinations. 

Experimental or Nonroutine Use of Radioisotopes in Human Subjects 

The experimental use of radioisotopes in human subjects, whether 
for research, diagnostic or therapeutic purposes shall be 
limited to physicians with broad radioisotope experience and to 
institutional type programs. * • 

Applications proposing the experimental use of radioisotopes in 
human subjects should be supported with a detailed proposal out¬ 
lining the study conditions to be evaluated. Preferably this 
type of program should be preceded by studies in animals which 
have established the assimilation, distribution, selective locali¬ 
zation and excretion of the radioisotope in question (or its 
derivatives) sufficiently well to permit extrapolation, to man for 
dosage purposes. These animal data should be-included as part of 
the application. 

In the absence of animal data the proposal should include detailed 
remarks concerning the rationale for the dose to be used. 

Ordinarily, radioisotopes with half-lives greater than 30 days will 
available for internal use in human subjects unless prior 
studies on animals have established the metabolic properties noted 
abo ve.—jIt is recognized, however, that special circumstances may 
r'Sflse .which indicate the desirability or necessity for the use of 
l long-lived radioisotopes in human subjects where prior animal data 
are not available. Consideration of such proposals shall be 
limited to patients suffering from diseased conditions of such a 
nature (life expectancy of one year or less) that there is no 
reasonable probability of the radioactivity emnloyed producing 
manifest injury. 

NOTE 1: To assist the Atomic Energy Commission and its Sub committee 
on Human Applications in considering like proposals from 
other groups, it is requested that data obtained in the 
experimental or nonroutine use of radioisotopes be forwarded 
to the Isotopes Extension. 
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NOTE 2 s Use of radioisotopes in normal subjects for experimental 
" purposes shall be limited tos 

a. Tracer doses which do not exceed the permissible 
total body- burden for the radioisotope in question 
In all instances the dose should be kept as low as 
possible. 

b. Volunteers to whom the intent of the study and 
the effects of radiation have been outlined. 

c. Volunteers who are unlikely to be exposed to 

significant additional amounts of radiation. 

NORMALLY EXCLUDES; 


VI. 


(1) Infants and pregnant women. 

(2) ‘ Use of the same volunteers for a' long series of 

studies; . 

SPECIAL P.EOUIREME NTS FOR THE INDIVIDUAL PRACTICE MEDICAL PROGRAM . 

(m addition to the G eneral Requirements, cited unaer Section III, Page h; 

NOTES A distinction is made between (1) individual medical practice 

- programs confined primarily to the use of radioisotopes in the 

physician’s private' office and (2) individual medical practice 
programs confined to the use of radioisotopes within a medical 
facility. 


A. • Individual Medical practice in the Physician’s Office 


1. Clinical Facilities 

The application should state that the physician has 
access to a hospital possessing adequate facilities, 
to hospit ali ze and monitor the physician’.s radioactive 
patients whenever hospitalization is advisable. This 
does not refer to the physician’s staff privileges at • 
an institution, but rather serves to indicate the 
institution’s willingness to have radioactivity on 
its premises. Tram, the standpoint of radiological 
safety alone it is advisable that patients with more 
than 30 millicuries of radioisotopes internally 
administered be hospitalized. It is strongly recommended 
that in all cases a patient containing more than 
50 millicuries be hospitalized. 
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. a. The.application should set forth the following; 

(1) Arrangements which have been made to provide 

each hospital with the necessary radiation protection 
instruments and other special equipment as well as-' 
instructions given to staff personnel for the care, 
of radioactive patients to provide adequate radio¬ 
logical health, safety. 

(2) Arrangements for notification to hospital 
authorities of admission of a radioactive 
patient. 

b. A statement should be obtained and retained by the 
physician from EACH hospital in which he has made 
arrangements to admit patients containing radioisotopes 
expressing the institutions willingness to hospitalize 
his radioisotope patients and acknowledging receipt 

of adequate radiological health safety instructions. 

Radiological Health Safety Measures 

The application should set forth the following; . 

a. Outline of a program to observe adequate health 
safety standards including adequate instrumentation* 
careful maintenance of case records and activity 
inventory with respect to isotope use and disposal. 

b. • A' statement should be presented' concerning arrangements 

that have been made with a readily available radio¬ 
logical safety consultant for both periodic and 
emergency visits if such services are to be used. • • 

Although the applicant physician must possess adequate 
background and experience in radioactivity to assure 
radiological safely, he may not wish to perform the 
duties of a radiological safety officer. 

c. Provisions for adequate instrumentation for 
measurement as well as .for maintenance of health 
and safety .standards. 


Individual Medical Practice in Hospitals 

In some instances physicians using radioisotopes in . 
their individual medical practice have found it convenient 
and/or desirable to carry out such use within a medical 
institution rather than at their private office. The 
responsibility for this type of use is solely that of the 
individual physician; the medical institution simply 
provides physical space for carrying out the program. This 
type of use of radioisotopes for medical purposes does.not 
require that the program be carried out under the auspices 
of a medical isotopes committee. 

If the applicant physician wishes to use radioisotopes.in.a 
hosnital as discussed above, he should obtain.and retain in 
his* ^iles a statement from the hospital administration ex¬ 
pressing the institution’s willingness for radioisotopes to 
be used within their facilities. 

Aoplications.for use ,of radioisotopes by a physician.in 
his individual medical practice, but where such use .is 
physicially located in a medical institution should be 
supported by the following information: 

1. Arrangements made to provide the hospital with 
necessary radiation detection instruments and 
instructions to be given staff personnel for the 
care of radioactive patients whenever they 

' are needed to provide adequate radiological health 
safety. 

2. Arrangements for notification to the hospital, 
authorities of admission of a radioactive patient or 
of a patient admitted for the administration of 
radioisotopes. 

3 . Arrangements made to provide for the receipt and 
safe storage of radioisotope shipments made to the 
hospital. 

Radioactive Pharmaceuticals 

Radicmaterials distributed by the Atomic Energy Commission 
owned laboratories are not necessarily of pharmaceutical 
quality and are not warranted as to identity, quality or 
quantity. It is usually desirable, therefore, that.a physician 
using radioisotopes in his individual medical practice 
purchase them preassayed and of pharmaceutical quality. 
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If the physician in his individual-medical practice 
wishes to obtain radioisotopes for human use from 
AEC laboratories he should include with his application 
the following informations 

1. His experience in standardization and measurement 
techniqueso 

2« The procedures to be ’employed for identifying and. 
assailing the radiomaterial and carrying out such : ' 
ether operations (sterilization, pyrogen tests,’ 
etc.) as may be appropriate. 

NOTES “When purchasing radicmatsrials from an AEC 

distributor (e.g. Oak Ridge National Laboratory), 
all norr-federal applicants must use a special 
“Isotope and Service Irradiation Order Form" (Form 
AEC-391) and federal agencies must use an- 
“Isotope Order Blank" (Fom AEC-375). Copies 
of these forms are available frcm the AEC 
distributors and Isotopes Extension. These 
fox-ms are not intended for use when ordering • 
materials from other than AEC distributors.• 

TO. RECOMMENDATIONS FOR MINIMUM CLINICAL RADIOISOTOPE EX PERIENCE FOR 

INDIVIDUAL MEDICAL PRACTICE USE - -:- 

Un addition to the requirements discussed in Section HI C,, Page 5, 
the physician should have clinical radioisotope experience commensurate 
with the following reccmmendation(s) applicable to the use(s) proposed 
on his'application) ■ 

A. Iodine 131 

1. Diagnosis of Thyroid Function 

The physician should work for at least 30 hours in a 
medical program where Iodine 131 for diagnosis of 
thyroid function and treatment of thyroid disease is 
being used. 

During the 30-hour period of time the physician should 
actively participate in such diagnostic studies in at 
least 10 patients. 

NOTE; The Iodine 131, unless otherwise exempted, 

shall be procured in a precisely calibrated -f.orm. 
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Determination of Blood Volume and Plasma Volume 

a. The physician should’work for at least 30 hours-'- 
in a medical program where Iodine 131 for blood 
determinations is being used. 

During the 30-hour period of time the physician 
should actively participate in 10 such blood 
determinations• 1 ~ 

b. Physicians already using Iodine 131 in diagnosis 
of thyroid function can qualify after active 

•• participation in 3 such blood determinations. 

NOTES The Iodine 131, unless otherwise exempted, • 

- shall be procured in a sterilized and precisely 

calibrated form. 

Treatment of Hyperthyroidism and/or Cardiac Dysfunction . 

The physician should associate himself directly with 
a medical group using ‘Iodine 131‘ for treatment of hyper¬ 
thyroidism and/or cardiac dysfunction for a period • 
equivalent to' a minimum of two months 1 full-time work. 
Participation during the two-month period need not be 
on a continuous basis but may be arranged on a schedule 
suited to the needs of the physician and his medical 
preceptor. During the period, of training the physician 
should actively participate, in the use of Iodine 131 
for the treatment of hyperthyroidism and/or cardiac dysfunction 
in a minim um of. 1? patients. 

Treatment of Thyroid Cancer 

The physician should have (1). experience as set forth 
in 3. above and (2) active participation in the use of 
Iodine 131 for the treatment of thyroid cancer in a 
minimum of 5 patients. 

• NOTE;- Such therapy should normally- be carried out in 
and the patient confined to a hospital>or other 
medical institution having in-patient facilities 
and adequate radiation equipment to assure radio¬ 
logical health -safety. 
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B. Phosphorus 32 

!• Treatment of Leukemia, Polycythemia and Allied Blood 
fayserasias 

a. The applicant physician should be expert in thera¬ 
peutic radiology, internal medicine (or hematology) 
or pathology (Board certification will serve as 
evidence of such qualification), who has actively 
participated in the use of Phosphorus 32 for the 

"treatment of leuksnia, polycythemia vera and/or 
other blood dyscrasias in a minimum of 5 patients. • 

b. Physicians who are not qualified as indicated above, 
should actively participate in the use of phos¬ 
phorus 32 for the treatment of leukemia, polycythemia 
vera and/or other blood dyscrasias in a minimum of 
'10 patients. 

2« Phosphorus -32Chromic phosphate 

a » Intracavity Use in the Palliation of Carcinom atous 
Patients - - 

The physician should have (1) substantial experience 
in the use of Phosphorus 32 as well as other radio¬ 
isotopes. for diagnostic and therapeutic purposes and 
(2) active participation in the use of p 32-labeled 
chromic phosphate for the treatment of a minimum of 
10 carcinomatous patients. 

NOTE li Since this therapy is not considered routine 
and the technique is normally a hospital pro¬ 
cedure, the use of Phosphorus 32-labeled 
chromic phosphate shall be carried out in, and 
the patient confined to a hospital or other ■ 
medical institution having in-patient facilities 
and adequate radiation equipment to assure 
radiological health safety. 

NOTE 2: Applications proposing the intracavi¬ 
tary use of Phosphorus 32-labeled chromic 
phosphate should be accompanied by a properly 
annotated drawing of the infusion apparatus 
to be used or a literature reference to such . 
apparatus. 
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NOTE 3s The application should clearly state whether 

-- the Phosphorus 32-labeled chromic phosphate 

will be obtained in individually prepared 
doses or whether such doses will.be pre¬ 
pared by the physician from stock solution. 

If the latter is the case, specific details 
should be presented concerning assay and- - 
safe handling procedures, 

b. ■ Interstitial Use in the Treatment of Prostatic and/or 
Cervical Cancer . • 

The interstitial use of phosphorus 32-labeled 
. chromic phosohate for treatment of prostatic . 
and/or cervical cancer is normally limited to institu¬ 
tional medical radioisotope programs being conducted 
under the .auspices- of a medical isotopes committee. 

This limit ation is made since the use of chromic 
phosphate 'interstitially is still considered to be 
investigative in nature,. The use of radioisotopes 
by a physician in his individual medical practice 
is normally limited to well-established medical 
uses -cf radioisotopes. 

C. ' Gold 198 Colloid .' 

1. intracavity Use for Palliation of Carcinomatous Patients 

The physician shall have (1) substantial experience . 
in the use of equivalent amounts of other gamma emitting 
radioisotopes for therapeutic'purposes, e.g., Iodine 131 
for the treatment of thyroid cancer and (2) active partici- 
pation in the use of Gold 198 colloid for the treatment 
of a minimum of 10 carcincmatous patients, 

NOTE Is Because the use of Gold 198 colloid^for the 

above purpose is normally a hospital procedure 
and the magnitude of the .dose used results in 
a high gamma flux during and after instillation 
into the patient, 'this .clinical application 
shall be carried out'in and the patient con¬ 
fined to a hospital or other medical institution 
having in-patient facilities and adequate radiation 
equipment to assure radiological health safety. 
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NOTE 2; Applications proposing the intracavity 

use of Gold 198 colloid should be acccoipanied 
by a properly annotated drawing of the infusion 
apparatus to be used or a literature reference 
to such apparatus.• 

NOTE 3i The application should.be accompanied by a detailed 
discussion of the special instructions to be . 
given- hospital personnel concerning .the care and 
handling of such patients and'the special radiological 
health safety, procedures to be followed.. 

NOTE Itt The application should state whether the Gold 198 , ' 
colloid will be obtained in individu ally prepared 
doses or whether such.doses will be prepared 
by the physician from stock solution. If the 
latter is the case specific details should be • 
presented concerning assay and handling procedures. 

Interstitial Use for Treatment of Prostatic and/or Cervical 
Cancer • " ’ : " ~ 

The interstitial use of Gold 198 colloid for the treatment 
of prostatic and/or cervical cancer is nor mally limit ed 
to the institutional medical radioisotope programs 
being conducted under the auspices of a medical isotopes 
committee. The limitation is made .since the use of gold 
colloid interstitially is still considered to be investi¬ 
gative in nature. The use of radioisotopes by a physician 
in his individual medical practice is normally limited to 
well-established medical uses of radioisotones. 

D. Chromium 51 • 

Determination of Blood Volume, Plasma Volume and Erythrocyte 
Survival. " ! ‘ ‘ 

The physician should work for at least 30 hours in a medical" 
program where Chromium $1 is being used for blood determinations. 

During the 30-hour period of time the physician should actively 
participate in 10 such blood determinations. ' " 
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VUI. DESIRABLE clinical experience for medical use of sealed radiation sources 

The recommendations for training and experience, as set forth below, 
for use of radioisotopes as sealed radiation sources for external, 
interstitial or intracavitary therapy are applicable to both institu¬ 
tional'programs and individual medical, practice. 

Where the use of radioisotopes in medical' institutions is to be 
limited to sealed radiation sources for'well established, intracavitary, 
interstitial’ or external therapeutic procedures; a medical isotopes 
committee is not necessary. 

A. Teletherapy Unit 

A separate announcement entitled, "Present Procedures of- the 
Atomic Energy Commission for the Allocation of High Intensity 
Gamma Radioisotope Sources.for Teletherapy Devices",•is 
' available from the Isotopes Extension upon-request.- 

B. Sealed and' Particulate Radiation Sources for Interstitial, Surface 
or Intracavxtary Use 

The physician should be (1) a qualified specialist in therapeutic 
radiology (dioloma of the American Board of Radiology will serve 
as-evidence of such qualification) in addition to having at .'least 
three years experience in therapeutic radiology or (2) a qualified . 
specialist in another field (diploma of the .respective specialty 
hoard will serve as evidence of such qualification) appropriate 
to the use being proposed, with training and experience in radiation 
dosimetry in addition to having at least three years experience' 
in interstitial, surface or intracavitary use of radiation sources. 

NOTE: If the radioisotope requested is to be used as an adjunct 

' to or replacement for radium, information should be pre¬ 

sented concerning the means by which, radium dosages are 
to be converted to dosages.’in terms of the radioisotope 
requested and the procedure to be employed to account for 
the decay of the latter. 

G. Beta-Ray .Applicators 

1. Superficial Lesions of the Eye . 

The physician should be a qualified' specialist in therapeutic 
radiology, or ophthalmology (diploma of the appropriate* . . 
specialty board will serve as evidence of such qualification), 
.in addition to having at least three years experience in 
such specialty. The three years experience should include 
the use of beta-rays or soft x-rays in-the treatment of 
superficial lesions of the eye. The applicant should furnish 
evidence of knowledge and experience concerning the problem 
associated with beta-ray depth dosage. 
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2* Superficial Lesions of the Skin 

The physician should be a qualified- specialist in' dermatology 
or therapeutic radiology (diploma of the appropriate' specialty 
board will serve as evidience of such qualification)'in 
addition to having at least three years experience in such 
specialty. The three years experience should include'the use' 
of beta-rays dr soft x-rays in the treatment, of superficial •' 
lesions of the skin. The applicant should furnish evidence 
of knowledge and experience concerning the problems associated 
• with beta-ray depth dosage. 

NOTE: The present procedures of the Atomic Energy Commission 
for sealed radioisotope sources such as are contained in 
■ beta-ray applicators require that they be tested for 
leakage of radioactivity at intervals of 6 months.' A 
separate'announcement concerning leak testing require¬ 
ments is available from the Isotopes Extension. 

IX. RADIOACTIVE MATERIALS AND SERVICES 


The radioactive materials and special irradiation services available from 
'the Atonic Energy Commission are described in the catalogs and bulletins 
issued by the operating contractors of the Commission; the Oak Ridge 
National Laboratory, Brookhaven National Laboratory, Argonne National 
Laboratory and National Reactor Testing Station. A number of commercial 
concerns also offer materials and services in areas of .radioisotope 
distribution. ;.*•'••• 

NOTE: When purchasing radiomaterials dr related services 
from an AEC distributqr (e.g. Oak Ridge National 
Laboratory), all non-federal applicants must use a 
special "Radioisotope and Service Irradiation Order 
Fora" (Form AEC-391) and federal agencies must use • 
an "Isotope Order Blank" (Form AEC-375).. The isotope 
order blank and isotope order form incorporate certain 
terms and conditions; copies are available from AEC 
distributors and the Isotopes Extension. These forms 
are not intended for use when ordering materials'J’rora ’ 
other than AEC distributors. 
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Office Memorandum • united states government 

NO. 3 

_ Chief, Prof essiomri-Division ^ DATE: 

Chi*#, Medical Plans and Operations Division 
Chief, Legal Office ' '(IH TURN) 
prom : Cliief, Medical Statistics Division 


sonjECT: Forms for Authorization of Radiation Therapy 


1. Reference is made to conversation between Colonel Lodmell and Mr. Allen, 
29 November 1956. 

2. For patients not on active military duty, lliis division agrees with the 
oosition expressed in Memo Ho., 2 above, that the patient's concent for a surgical 
procedure or other therapeutic procedure which curries an unusual risk should in- 
variably be required in writing and witnessed. Howev-r, it is believed to be 
essential, in the interest of standard governmental medicolegal practice, that 
this consent be recorded on Standard Form 522, Authorization for Administration 
of Anesthesia and Performance of Operations and Other Procedures (copy, attached;, 
rather than on local forms such as those described in Inclosuro No. 1. 


3. It will be noted that Standard Form 522 provides for recording e 0 .n 3 .e_nt, 
hut no specific provision is made for "a written statement from the patient... 
clearly expressing understanding of...the special treatment." (Regan, as quoted 
in Memo Ho. 2 above!) In the opinion of this division, such specific provision 
is unnecessary. The patient's written consent is believed to be a sufficient 
implication of his understanding, on the one hand; on tho other, it appears 
doubtful that an explicit signed statement that the patient "understood" would 
be accepted as proof or even evidence that he did in fact understand. 


4. It will he noted, also, that SF 522 docs not include reference to any 1 
medical'counselling given a patient who is consenting to a surgical or other pro¬ 
cedure. It is believed, however, that medical records should include a statement 
that oatients have been counselled as to the nature, expected results of, and 
risks* involved in procedures for which written consent is required. This division 
will recommend changes to AU 40-424, Preparation and Maintenance of Clinical 
Records, which will require that physicians include such statements, when appropri¬ 
ate, a3 "progress notes" in tho clinical record.- If there is legal or medical 
opinion that the patient rather than the physician should sign such a statement of 
counselling, it appears that tho statement should bo made a part of OF 522. In 
that case, this division will initiate a request that the Interagency Committee on 
Medical Records consider whether revision of the form should be undertaken. 


1 Incl 
a/s 


L. HAMILTON - 


378 





CLINICAL RECORD 

- * - 


AUTHORIZATION FOR ADMINISTRATION OF ANESTHESIA 
AND PERFORMANCE OF OPERATIONS AND OTHER PROCEDURES 


i« authorii»tion dne* not canalitntc a waiver of an individual’! rights under Uw provision! of tills 


Name qv Medicai. Kaciutt 


Date 


1. I hereby consent to the performance upon myself 
or 

nnmc of 
patient. 



2. I further consent to the administration of such anesthesia ns mny be considered necessary or desirable 
in the judgment of the medical staff of th« above-named medical facility. 


3. I further consent to' the performance of such additional operations or procedures as arc considered nec¬ 
essary or desirable in the judgment of the medical staff of the above-named medical facility. 

4. I also consent to the disposal by authorities of the above-named medical facility of any tissues or ports 
which it may bo necessary to remove. 

(Cross out any paragraphs above which arc not appropriate.). 


Signature of patient. 

When patient is unable to affix 
signature: 


Signature of person 
authorized to consent for patient 


Witness: Signature 




tOlLl-i u fUnb l?b7 


»ice Chancellor 

Schools ai the health JTOfeeaioas 
Uulversltjr ef liitsburgh 
rittsbergh 13, J aonsyivania 

bear Mr* 

this is In reply to letter dated ltt i etruary 1J>? ( Crom k r. i aui b. 
usurer regarding work to be parfojiaed under Contract -A 7-sd»-2iii>. 

in cecaeetlou with jour request tor a llUawii eotc-amln* Ut 
wraptioa of res pone ibllitiea by tbs ir*y tor lisUUUei oi onvraotor 
incurred Ln tba par toraa no* of sub J act *ontraiit t jrow aUaatlon la in¬ 
vited to tba provisions of Aid k-7-10). ??, luturtnet—lability to TkLixt 
ieraotu, copy attached, and particularly tc Ua provisions of tha Hirst 
center, oe of paragraph (c3, whlsh Artie la represents Um tsuAjam protact loo 
which can ba afforded contractors under preseut pulley. It la our Inteolioa 
to an a this artfola avaiial.lt to you under this oor.trac l, contingent upon 
/oar adhering to tba following principles, policies, wni i-,la* lor Um cum 
of haaar voianteers in performing subject medical rewearen contracts. 

A. The voluntary content of the heauui subject la essential. This 
eean a that tba pereoo concerned! 

a. Idtowid here legal oapaolty te give concent. 

b. ibowld be so rltoated as to be alia to aaercise free 
power of choice, without intervention of feres, frued, 
deceit, durasa, <rrer-re aching, or other forw of con¬ 
straint or ooereioo* 

o. I'hould have aufjiolant Ancwledga and understanding ef 
the experiment to nalli hie to naaa u> scU.tbtsr.ed 
deelaloa, on tba lasts of srp.UjaaU.on given to hie vs 
specified below. 

d. Sh o uld state his consent la tilting, t«gh*d la tba 
presence of at least one wibaseKi vdu. anaJU attest to 
such signature in writing. 

?. fact Individual who iniliaves, directs ar engages la lbs 
saporie^al has s personal duty and responsibility far aswari eialsg 
the Teellty of tba volunteer 1 ! 0 Onset ft. 
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nEPRobucEO'AT'TOE>MTICIUt.'ARa «VES I 


f • - ihy’’M«apti»io« *'f V*n»«*l of U.o »«lu»l*or, ho «u*t Vo 
jfiV'**Y*^*ijuAto' •xplokoU**.':' II* ohWuld bo UfMiuJ of lit* iutur«, iunUtii, 

2 : Jiild^wj>l»*«;*r’;tb« exp«t 4 Mat| Ui* Mth«d ml m<ki b/ Uiioli U U U'b*’ 
«od haoordo rMtMbljr U U oxjxotoUj tad 
porso* wt;l oh «oj- ,--o»*lVlj i«m fr*o» hi* ■ 

■ thoV'lxporiiloni ,." ,fc . 


.. j>»".‘Th*• xp* rla*nt -• I**uld• bo. ouoh'io t 
th*(f*od of .M^lbi^’uMpraaurahla'bjr *£hor 
l\vr*ivl'.:u«M**ooa*ry?i« v iuotur*.'.l:. 


to /l'»ld fruitful rooulto f* 

'•4 olU'Jjr, not ruilM ;• 7 


. . J : r ; . .. 

d' aunt bo »»'pt *1 t nlnluuu ounsl*t Mtt 
jverlauot for tho good of ooclotjr. 


,, . l* v n*tur* .'•! 

# 3? -ft'-:’,,*.-' •• ■ :•• '• • 

-tf . : m .l; i\ /• Tho aiuobor of raiuAtoor* ui 
T-;«lth tli« r«)ulrMunt »f.'».fruitful t 

" ’.'Jr • v .•%-•. :.. „■ . . • ; 

i- • 6; •ln’ 1 *rdiir that tho antlcipacod.moult* i/ili ijuollf/ th* • *•>'-'.■ 

•„• nxpflrtaont/.'lt ’(tt* •i.ojxrt.feont)/ohouJLd. bo 4**<.>»<i »nd iu>»oi un th« 

1rOoulto:of. aiilMi.«x)x>ri>*atatl«n'*ivi':'k K»9v\*dc«' of -Ir.u ooturtl hl»t*r/' ■•:*. " 
thi cU.i*«*o:'or‘;otK«r pmbl*«uii.i*r‘'*t«isl^; ,'• "; V. 

*7'i ;Vh#.««p*rtM*t: tl.ould-bo •• sM’auu* 1 '..iV t* *»old *11' una******?} 
i’ pl^iloil .'Ioid o»*«t*l..'*ufforth* rani_l«Jut7. - Vij. 

; '*£.£&?. • Not, nxporintcet oh*«ld do' eonduot•Uv«hor*''t>Mre l» * : prir<i 



^pafi'*a*jUnoludt*f.; »j»'“*;Uquat*l/ troluod *}<ijr»latMi.,‘«h*i ot.all. borriul'md \o*£j 
; •«*er*ls*vJthi..hl , jh*>*t^iiroy.*f:'f»».l.ll unjlrOAru .throughout thi-cxporlunnt.; 
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14. Kctabllsbod policy prohibit* tho use of priaooere of war 
In hwu aacpcriocntation. Th *7 will not b* u»*d under any olrou»- 

stanooa. 

15. ijenta cood In raaaaroh noat have the following li»ltlni 
charaotcrlatlccs 

a. Controllable lethality 

t. Ho aorlo«a chronlclty anticipated 

o. Iffeotlve therapy available 

4 . Adequate background of anlnel experimentation. 

ilncerely >our». 


ccs Dr. Hauror «AI H. HHuWB 

I*. Colonel, f-X 
Contractln( -ffloor 

COh'CURRAhCE: 


Chief, legal Office 


Chief, research A Development 
Division 



hJ/esl 


uras-B 


8 Hay *957 


Dr- Bokart 1. Noore 

Tina Chancellor 

School* of dealth frofeaeiona 

DniYeretty of Pittsburgh 

Plttabvtb 13 , Panneylrania 


KSi Contrast No. D*_h9-007-J 3-243 


Dear t*r. f’oorai 

Neply haa not been received to oar letter cJ 12 •'arch 1957. 
rafardlnc pollclaa for the uaa of hnaaa Yulunterre In perforate* 

■edtoal raaeareh contract*. 

W« ara wondertn* If thora la trtj additional Infonutlon that 
al*nt l»* required fraa thla offloa retarding lhe subject praeantrd. 

Wa r.ad expected to reoetTO a atataaant froa you that the work would 
be conducted lr accordance with tba pollclaa eat forth In owr latter 
'f 12 Kerch. prior to ■odli'/lnt the contract to lnolode the ‘Uahllltlaa 
to Third Perione Clanoa.* 


Sincerely youra. 


(til s. Ifeuwn 
Li. Colonel, nJC 
Contracting --ffloar 
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Itl at r'lf'»ict enAiteaitot 

liitMtl umiMoXi..... May l6, 195? 

RE: Contract Vo. DA-U9-007-MD-248 


Lti Colonel Max H. Brown, MSC 
Contracting Officer 
Department of the Army 
Office of the Surgeon General 
Washington 25, D.C. 

Dear Colonel Brown: 

This it In answer to your Inquiry of May 8 on the use of human 
volunteers in performing a medical research, contract Issued to the 
University with the principal investigator as Dr. Paul Maurer. 

We have discussed thiG matter n number of tlmeo since receiving 
your letter and are In process of appointing an Advisory Conmittee within 
til schools of the University, t my say that everyone approves In 
principle of the statement which you sent. We believe it represents an 
excellent basis for proceeding in each individual instance. However, 
we are of the opinion that each such experiment should be passed on by 
an all University committee'; if for nothing more tlwn to givi* the 
investigator moral backing that what he pronoscs is soundl 



U)nJ&C\ a'ODee^ /W^e-s 

112 

Access 
-a r 

fr\t rJ*r~< '■ MO (-02 \J oluK-ber^ 
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flEPHOOUCEO AT THE NATIONAL ARC!. 


ItmUniTT Of fITTIIOICH 
SCHOOL Of UtD.CINE 

flTTIlUICH l|. flKHlUVAHH 


February 13, 1057 


Major Charles C. Plxlej 
Chief, Surgical Research branch 
Research and Development division 
Department of the Lrmy 
Office of the Surgeon General 
Washington 25, 0. C. 

'Daar Major Pixleys 

I an enclosing copies of the jretocols :<f the nett 
expenaanta Involving nedical students. The following naUrialo 
are to be ir.reetlgated for antigenicity ir. mam 

a. SPPS Bl 21 which was received from Lr. 
hobert Pcrnell. 

h. Heated liquid plasma lot 230C30 received 
from Hyland Laboratories. 

The procedure will be as follows: 

1. 50 Hi. of blood will be drawr from the 
volunteers. 

2. They will ther. be skin tested with the 
material. 

3. The students will then receive a total cf 

5 1 *1. injections of the material (subcutaneously 
or intrsawscularly) over a period cf 10 aays. 

U. Both ten cays and about three weeks after the 
last injection SO ml. of blood will be drawn 
from the volunteers and, they will be skin 
lealtd kB mihliohda above. 
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Major Chtries C. Pixley 
r«bn»a*7 16, 1957 
Page 2 


All of the above proceoure.'. wI5! he p*r»’..nt»*c with 
sterile techniques. 

Althviigr the stuoents have volunteered for there 
erperiiserte 1 wo.’.d appreciate receiving a f-re.-l aj.jrev*: fr.r 
this w-rk froir the weparUer.t «>f the Ar»>. as /writ :■*.*>: In our 
dljcuctlor.s, • aUtanunt cowerrira tht aasntlnf rf reipcueji.Pity 
h: the Art.y for »iv possible unoward effects r-'su! *.s.*.c f:-»r tr.ls 
jutpertrentatior. shoulc acronpary the *pj rnvaj. 

1 deeply appreciate :r -..nuersta' -lir.,: ir M.ts matter, . 


Sincerely yours, 

) ^ 

1/ c / //Ou**..' _ 

Paul K. Ma-jr-r. P“.-. 


IIP*.: see 
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Minutes, Spring Meeting, AFEB 
2-4 May 1957. Conference Room 341 

wrair, wramc 


Present were: Board Members 
(2-3-4 May) 


Commission Directors:(2-3 May) 
(2-3 May) 
(2-3-4 May) 

(2-3 May) 
Absent: 


Dr. Dingle, Presiding 
Drs. Francis Kern MacLeod 

Drs. Shepard Shops Smith 

Dr. Wood (2 and 4 May only) 

Dr. Stebbins, who expressed regret at not 
being able to attend. 

Drs. Beard - Cheever Davenport 
Drs. Feller Hammon McFarland (2 May only) 

Drs. Shops ) Smadel ( Weller (2-3 May) 

(3 May only) 

Dr. Wilson 
Dr. Pillsbury 

Dr. Bisall (represented by Dr. Gauld) 

Representatives, D/A:(3 May) ' Major Gen. S.B. Hays, The Surgeon General 
■ (3 May) Col. J.H. Gordon, MC, Prev Med Div, OTSG 

' (2 May) Col. R.L. Callison, MC, Prev Med Div, OTSG 

(2-3-4 May) Col. R.L. Hullinghorst, MC, Res & Dev Div, OTSG 
(2-3 May) Col. A.r. <Long, O.S. Army Hq. 6 
(2-3-4 May) Col. R.P. Mason,"WRAIR 
(4 May) Col. W.D. Tigertt, MC, WRAIR 
(2-3 May) Col. P.R. Beckjord, MC, WRAIR 
(2-3 May) Lt. Col. A.3. Benenson, MC, WRAIR , 

(2 May) • Lt. Col. F.W. Timmerman, MC, Res & Dev Div, OTSG 
(2 May) Lt. Col. D. Crozier, MC, Prof Div, OTSG 
(2-3-4 May) Lt. Col. H.L. Ley, Jr., MC, Res & Dev Div, OTSG 

• • - (2-3 May) Lt. Col. R.D. Barron, MC, RCAMC 

* (2-3 May) Major A.M. Reeve, MC, Prev Med Div, OTSG 

Representatives, D/N:(2-3 May) Capt. H.K. Sessions, MC, Prev Med Div, BuMed 

(2-3 May) Capt. J.R. Kingston, MC, Res Div, BuMed 

(2 May)- Capt. S.A. Britten, MC, Prev Med Div, BuMed 
(2 May) Capt. J.R. Seal, MC, Prev Med Div, BuMed 

Representatives,D/AF:(2-3 May) Lt. Col'. G.F. Fisher, MC, Prev Med Div, U3AF 

Others: (2-3 May) Dr. S. Bayne-Jones, USAR, Retired 

(2-3-4 May) Dr. Floyd W. Denny, Ass*t to President, AFEB 
(2-3 May) Dr. Herman N. Eisen, Washington University 
(2-3 May) Dr. Ross L. Gauld, WRAIR 

(3 May) Dr. Harold B. Houser, State University of H.T. 

(2-3 May) Dr. William S. Jordan, Western Reserve Univ. 

(2 May). Dr. Howard T. Karsner, BuMed, D/M *■) 

(2 May) Dr. Barry G. King, CAA 

(2-3 May) Dr. Charles H. Rnmmelkamp, Jr., Cleveland CityHos 

(2 May) Dr. C.A. Smith, GDC, Public Health Service 

2-3 May) Dr. John C. Snyder, Harvard School of Pub. Hlth. 

(3 May) Dr. Arthur Stull, OTSG/bA 

Staff: (2-3-4 May) Capt. R.tf. Bnbiono, MC, USN, Executive Secretary 

AFEB (2-3 May) Lt. Col. R.E. Dockery, USAF(MC), Asst. Ex. Sec«y. 
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reconsider the efficacy of ga3 gangrene antitoxin. Dr!' Dingle stated that 
in December of 1955 the Board had recommended that dried anti-toxin be made 
available and, if there was still some question concerning this action, 
that the matter should be referred back to the Commission on I mmun ization. 
He then requested that Colonel Hullinghorst write a letter re-opening this 
matter. 


2) ROTATION OF COMMISSION DIRECTORS 


Dr. Dingle stated that in 1954, the Board had recommended that Commission 
Directors serve a maximum of two terms of two years each. Since that time, 
some doubt had arisen as to tha .desirability of this action, particularly 
with reference to new Commissions. The desirability of maintaining con¬ 
tinuity favored reverting to the old policy of an unrestricted number of 
terms. It wa3 pointed out that since there is rotation among military per¬ 
sonnel, similar rotation of Commission Directors may not be desirable. 
Opinions were expressed on both sides but the consensus was that the pres¬ 
ent policy was not satisfactory. A motion was made to rescind the action 
of the Board limiting the tern of a Director to four years. This motion 
was seconded and passed unanimously . 

3) NEWS RELEASES 

Dr. Dingle requested that, when scientific data aro released to the press, 
every effort be made to give credit to the Army, the AFEB, and the Research 
& Development Division for their support, and also that the Research and 
Davolopmont Division be notified of all press releases. A directive con¬ 
cerning nows releases, publication of data, and related matters, is being 
written and will be distributed shortly by the Research & Development Divi- 
. sion. 

. 4) COPIES OF CORRESPONDENCE 

Dr. Dingle reminded the Commission Directors that copies of all correspond¬ 
ence concerning Commission activities should be sent to Captain Babione, 
the Executive Secretary, Colonel Ley of the Research & Development Division, 
and to the office of the President. He emphasized the necessity of Com¬ 
mission Members sending carbon copies of their correspondence to the' 
Director of their respective Commissions. 


5) BPDGSTS 


Dr. Dingle emphasized the necessity of long range planning (5-10 years) , 
with respect to research programs and budgets, by both Board Members and 
Commissio n Directors, and suggested the possibility of Colonel Ley indoe- 
‘ jetary matters. 


Dr. Dingle re-opened the discussion on volunteer studies with hepatitis at 
Willovbrook School. The objections to this study were that viruses other 
than infectious hepatitis virus might bo present in the tissue cultures 
used, that all other methods of demonstrating the presence of a virus hod 
not been tried, and that the subjects involved in these studies were not ; . 
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volunteers. Opinions worn also cxprosscd in favor of tho study as outlined 
Dr. Dingle pointed out that legally the children are volunteers because 
they are guardians of the State, and permission had been obtained from 
State author itios..^ ^te gSre were 17 votes for and 1 
•Sg2*S32-tfi£s motion. 

Dr. Davenport then made the following motion: " That it be required that 
all protocols for human eynurimants be in the hands of Commission Direc¬ 
tors and Board Members at least thirty davs before action is to be taken" . 
This motion was seconded and passed unanimously. 

7) AFEB AMD CI7IL DEFENSE 

Dr. Francis raised for discussion the possible connection between the AFES 
and Civil Defense. Dr. Bayne-Jones stated that the mec h anism of civilian 
defense was not definite at the present time, and that officially the armed 
services were not.held accountable for civilian defense, but would probably 
have to assume responsibility in a time of emergency. Colonel Hullinghorst 
' added that the laws concerning this problem were difficult to interpret, 
but that be believed that the personnel of the armed services were .becoming 
more aware of their responsibility in the core and health, of e ve r y o ne,-both 
military civilian. 


IS 
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jtimS, Heeeerch sad DwrejtopweQt Bli., 0T3G 


5 August 1957 ' 


Contracting Officer, CTT30 

■n»« Uh of Hansn Teat Subject* In Xediool. Research supported by the Office 
of The Ourgaon Cenorcl 

1. Inclo ture Ho 1, la a oopy of Hero dra.'iiW by the contracting officer 
pi Hg.r l.l1y for dlacueeloa parpooee of subject probice. It reflects generally tha 
current fcMniriwg of the contracting officer. 

2. I nolaeur e Ho 2 f l» a copy of a paper recoivod frosa the local Office cn the 
sane subject. 

3. It is repeated that KAO Dirialon eowtaut oa subject problems in order 
that steps can be taken to ialtioto necessary prooedurea to hurdle this doUaste 
subject. 
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JXENAnoUl AflCJO 


3 April 1957 

SUBJECT: The Use of Hunan Test Subjects in Medical Research Supported 
by the Office of The Surgeon General 

1. It is believed to be appropriate to segregate this subject 
into the following categories: 

a. Research that is conducted by an institution with 
nonetary support from OTSG. The institution, because of its primary- 
interest, would conduct the research program even without support of 
the. 0T3G. 

b. Research that is supported by the OTSG because of its 
primary interest. In other words the study is conducted at the 
insistence of the OTSO. 

2. In -cases whore human subjects are used in research falling 
in category a, consideration should bo given to the utilization of 
Cost-Sharing Contracts, to the extent that the institution would bear 
all the costs of Insurance, liabilities to third parties, etc., and 
assume all responsibility for any possible effects resulting from the 
experimentation. 

3. In those cases where human subjects are used in research 
falling in category b, the OTSG to assume its full responsibility and 
provide by contractual arrangement through the use of the artiale 
shown in ASPR 7-103.22, Insurance - Liability to Third Persons Further, 
by contractual arrangement either by reference or by inclusion 

in the contract, incorporate im the e uab a n t s RfD Publication dated 
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12 Hirsh 1954, subject 1 «Oee of Hou Volmteers In ltadloal Besearch;* 
Prlneiplo, Policies and Buies of tho Office of tho Surgeon General. 

k. In Addition, tho ProJoot"officer of the Roaeoroh And Derrelop-ent 
Division should furnish the Contracting Officer a fir* recoaaendation 
00 this subject for each ease involved. Turthor, offiolal files shbuld 
bo fully doouasnted on all oaoos whore research supported by tho OTSQ 





SUBJECT: Contracts for Hedical Research Where it is Planned to Use 

Hunan Subjects 

1. It is believed to be administratively desirable in order to 
fully protect The Surgeon General in subject instances that the following 
Procedure be strictly adherred to: 

a. Incorporate into subject Contracts Article shown in ASFR 
7-103.22, Insurance liability to Third Persons. 

b. Incorporate into the Contract by reference or by inclusion, 
the Principals, Policies and Rules of the Office of The Surgeon General 
on the use of Hunan Test Subjects. 

c. The Research and Development Project Officers acquaint 
the Contracting Officer by memorandum on each proposed contract when 
it is known that Human Test Subjects will be used. 

d. Project Officers to include in the Memorandum a record of 

any correspondence or verbal discussion held with the Principal Investigator 
or other Technical or Administrative Personnel. 
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HEADQUARTERS 

AIR RESEARCH AND DEUELOFISNT COMMAND 
U. S. AIR FORCE 
Andrews Air Force Base 
Washington 25, D. C. 

flf YTTTfi 12 September 1553 

SUBJECT: Conduct of Hazardous Honan Experiments 

TO: RADC APGC ‘ AFSWC AFMBC AFBKD (AHDC) 

WADC AFCRC AFKCC AFTTC AFOSR 

1* This letter tells when humans may be used in conducting hazardous 
research and development tests. It explains procedures and factors to be 
considered before appr o v i ng tests. 

2. Policy. The effective conduct of research and development effort 
•■will, noon occasion, require the use of hum a n s for inherently hazardous 
experiments. It will be the policy, of ARDC that the approving authority 
•will evaluate the need for test results and insure that the test subjects; 
are aff orded every known reasonable safely precaution during the conduct 
of the test. No test will be conducted without the prior knowledge of- 
Headquarters ARDC. 

3* Responsibilities: 

a. The ARDC center or detachment commander responsible for the 
research and development project being supported by the test is delegated 
authority to approve the hazardous human expe rim e nt or test. This 
responsibility will not be redelegated* 

b. The commander approving the experiment or test will notify 
the Deputy Commander for Research and Development, Headquarters ARDC, at 
lea s t 5 working days prior to commencement of tests. 

2i. General. This letter is applicable to tests, the conduct of 
which may result in injury to the subject and which, once commenced, can¬ 
not be controlled or te rmina ted by individuals 'conducting the test or the 
test subject. Such tests are usually assigned to determine a level of 
human tolerance for a condition which may he imposed because of Ai r Fo rce 
operations or to determine the adequacy of equipment designed for human use. 
Typical e xam ples are live eje ction tests, balloon-borne env ironmental 
studies, trade tests, and high"altitude=Tldxiout studdesT^This^ letter does 
not apply to' flight tests, Tbests of: a purely dim cal me dical j ^ture and 

5. Use of Evaluation Guide for Testing Requirements and Possible 
fezards to Participants. To insure that an orderly, comprehensive process 
of review occurs prior to the exposure of individ ual s to risks iavolr ed 
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in human experimentation, the responsible -commander will approve the use 
of human beings in ex p er i ments or tests only after he has eva l ua ted infor¬ 
mation gathered from Idle Evaluation Guide for Testing Requirements arri 
Possible Hazards to Participating Personnel in the Conduct of Hazardous 
Human Experiments • (see attachment 1) , 

6, Exception to Administrative Procedures Required by ARDCK 8Q-U, 

The conduct of hazardous human experiments is exempt from the provisions 
of chapter 3, section 17, subsection I, AEDCM 80-U, that req ui res the sub¬ 
mission of AEDC Fora 105, n RAD Test Annex," for research and development 
tests, . 

. 7 , Requirements for Headquarters AEDC Notification. The approving 
commander ■Hill notify the Deputy Commander for Research and Development, 
H ead qu arters AHDC at least five working days prior to the stm’t of tests. 
This notification may be made by electrical message, letter, or official 
briefing. Reference will be made to this letter and the following infor¬ 
mation will be provided: 

a. Project number, 

b. Purpose of tests and justification for human risk, 

c. ' Description of planned test procedures, 

d. Expected number of tests, 

a. Expected period of tests, 

f, Test site, 

8, "When Reconfirmation of Test Approval and Renotification of Head- 
. quarters, AEDC is Required, Radical changes in techniques and equipment 
resulting from initial test experience and prolonged delays in testing 
will require the responsible commander to: 

a. Re-evaluate the test program, 

b. Reapprove the test program, 

c. Renotify the Deputy Commander for Research and Development, 
Headquarters AEDC. 

9, Disposition of Records: 

a,. A copy of the documentation which authorizes the conduct o'f 
hazardous human e xp e r i ments will be filed in the applicable project file 
folder and retired (Authority: paragraph 6llib, AIM 181-5), 
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b# m other copies' will be destroyed after 90 days or upon cc»- 
pletioa of test, whichever is sooner (Authority: paragraph 58, ASM 181-55* 

10 . fieports Control# The reporting requirements contai ne d herein are 
exempt from assignment of a reports co n tr o l symbol in a cco rdance with the 
p rov i s i o n s of paragraph 7b(U), AIR 172i-l# 


/a/ L# I. Davis 

1 Tnel L. I. DAVIS 

Evaluation Guide l&Jor General, TJ5AF 

Deputy Cmnnsander/Research & Developaant 
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E VA L UA TION GUIDE FOR TESTING REQUIREMENTS AND POSSIBLE HAZAR DS TO 
PARTICIPANTS IN THE CONDUCT OF HAZARDOUS HUMAN EXPEJIMEHTS 


!• All necessary 'jareliadnary exploratory laboratory, dnmny and animal 
tests have been conducted and evaluated? subject testing is the only 

nS ng w»jm«i nf p rr u r i rf^ng -fehfl final Validation? 

2. The need far the test results justifies the degree of probable 
risk to the test human being? 

3* Test procedures have been planned in a manner which reduces 

potential hazard factors to the lowest practical level? 

lu" The fabrication techniques, quality of material, and q uali ty of 
workmanship of equipment to be used have been approved by qualified 
responsible people? 

' 5. The subject is a volunteer and understands the degree of r isk 
involved in the experiment? 

6. Subject(s) to undergo tests have been adequately selected and ' 
trained. 

7. Quali fied physicians will be on the scene during the conduct of 
the test or tests? 

8. Decisions during the day-to-day test operations per tainin g to 

the adequacy of weather, support provisions, health and cen tal well-being 
of the subject(s) will be made by qualified individuals ranch ir.-b i the 

test effort—not the individual(s) undergoing the test or experiment? 

9m Tests will receive necessary support in the form of aircraft, 
photography, instrumentation, etc., in order that the tests may be com¬ 
pleted with a nrimrnmn of exposures? 

10. Qualified individuals from other ARDC organizations, other major 
commands, other government agencies, educational institutions, and/or 
private industry have been consult ed regarding any of the above-listed 
factors that cannot be adequately evaluated by persons under the jurisdic¬ 
tion of the approving authority? 


Ind 1 
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GENERAL COUNSEL'S OPINION, VETERANS ADMINISTRATION - OP. G. C. 28-58 

4-8 

June 25. 1958 


Chief Medical Director 
'General Counsel 


* Legal aspects of medical research 

Xhis has reference to your recent memoranda raising a number of legal questions 
fwilh respect to two proposed research projects. One memorandum, on the subject of 
Research Project entitled 'Tubeless Measurement of Gastrointestinal Motility - 
f ff M31-2S61”. concerns The R Institute for Medical Research in connection with the VA 
> Kosoital. Manhattan. New York. The other memorandum, on the subject "Research 
• Grant Funds", concerns The W Laboratories of Chicago and the VA Hospital. Chicago, 
[with respect to a study of the "Physiology of Intrinsic Factor", as further defined in the 


2. The file contains the following data relating to the proposed project in New York Cilyt 

"Preliminary discussions hare heen carried out with Dr. . — oC 

Corporation_and The R Institute, on the subject of the possibility 

of making a pressure-sensitive device which would record intraluminal pres¬ 
sures without an attached tube. This capsule-shaped device would be approxi¬ 
mately *1 cm. in diameter and 1.5 cm. in length, coated with plastic. The 
device is swallowed by the patient and subsequently passes through the_ 
gastrointestinal tract. During its course through the stomach, small intestine 
and colon intraluminal pressures are detected by microphones in the wall of the 
capsule. This signal is transmitted to an external receiver and recorder by 
means of an amplifier and oscillator, powered by a tiny battery. Such sub¬ 
miniaturization is accomplished through the use of the transitor principle.- 

■»n^ ~ - . has stated that the construction of such a device is entirely 

possible, and has further stated that TheR Institute and-Corporation 

w ill undertake to build and test a prototype. 

"It is proposed that, if laboratory and animal tests are satisfactory, this device 
he used to study motility of patients at this hospital. " 

3. The capsules have now been developed by The R Institute for Medical Research. In 
letter of October 30. 1957. its President writes to tjie VA as follows: 

«W e propose to lend to you upon the terms stated in this letter five devices 
known as 'radio pills.'which are designed to transmit a radio signal while 
within the human body, for the purpose of measuring digestive system 
functions. The devices to be loaned are more fully identified in the at¬ 
tached schedule. The terms of this loan are as follows: 


"l. We will receive no consideration from you for the loan of 
the devices, and reserve the right at any time to request you to 
return them, and upon such request you will return them 
promptly and in good condition subject to ordinary wear and 
tear. 

”2. The devices will at all times be in your possession and it 
is understood that they will be used only for experimental pur¬ 
poses and under the supervision of qualified Veterans Adminis¬ 
tration personnel. These devices have not yet been fully tested 
human subjects, but we have concluded that the following pro¬ 
cedures should be observed in the course of any experimenta¬ 
tion involving a human subjeet who has taken the device 
internally, for the protection of the subject and the success of 
the experiment: 

"a. Care should be taken to be sure that the intestinal 
' tract of the humal subjeet is sufficiently unob¬ 
structed to permit clear passage of the device. 
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Op. G. C. 28-58 


”2. The inhibition of endogenously secreted 
Intrinsic Factor in non-pemieious anemia 
patients. as a result of the exogenous porcine 
Intrinsic Factor. 


”3. Anatogism of non-pernicious anemia patients 
to heterologous In trihsie_ Factor Concentrate 

. "The proposed study '•ill test these hypotheses'in a series of 
" normaL rolanteers and patients with various diseas es. 

"The effeefc of poreiae Intrinsic Factor Concentrate will be 
quantitatively compared with that of Imams gastric Juiee 

using pernicious an em ia patients and the Co58 labelled- 
eyanaeohalaznin technique. The W Laboratories will suppl> 
a number of chemically fractionated Intrinsic Factor Con¬ 
centrate preparations to be tested for their Intrinsic Factor 
potency and also for their inhibitory effects. This will be 
designed to investigate the first hypothesis described above. 

. "It Is contemplated that this study will Involve approximately 
20 or more normal volunteers and 20 or more pernicious 
„ anemia patients. 


"If you are agreeable to carrying out this work, and it acceptable to the 
Veterans Administration West Side Hospital, w e will issue a check to 
the Veterans Administration West Side Hospital for $1250.00. repre- - 
during 8 l9Sa nrSt qa * rterly plymcnt ' Thc balance will be paid quarterly 

'"In addition, we will include a check for S500.00 to be used as a fund for 
paying volunteers necessitated by this stndy. It is understood that where- 
payment is necessary, the volunteer will receive either $10. 00 or $20 00 
depending upon the type of experiment. Disposal as of December 1958 of’ 
any unexpended or.unallocated portion of the fund of $500. 00 will rest with 
The W Laboratories. * 

"You will inform us from time to time and at the conclusion of the studv 
os to results obtained. . 

"We are enclosing herewith three signed copies of this agreement. If it 
is acceptable to you and the Hospital, will you kindly sign one and re- 
turn it Jo us? You may retain the other, two for your own Hies and that 
of the Hospital. " 

I " e correspondence shows that volunteers would take weekly doses of Co58 Cyanoco- 
amin. 0.5 mtcroeunes per dose, for three consecutive weeks. They will be paid 
m funds provided by The W Laboratories; Twenty or more volunteers wiU be ? 
eeted from pernicious anemia patients in the: V A hospital. The other twenty volunteers 
l be university students who. m connection with their studies, would devotapart of 
ir time to various duties at the hospital. P 

The basic question presented is whether the V A may enter into the research pro- 
cd in each case, and if so. under what conditions. It is further asked whether the V A 
i be responsible for any adverse effects upon the volunteers. 

noli! VA ha *. authorit r to undertake research and enter into contracts for research 
L - Cret " . °bj«‘*ve is the health and welfare of veteran-patients or domicili¬ 

ng The current appropriation act. Public Law 85-69 provides that S10. 344. 000 
U be available for medical research. Section 1716. Public Law 8S-56. 38 USC 
a. continues the authority formerly contained in section 1500 of Public Law 346 78th 
hietj'for ””***£ 38 USC toe 'Administrator the power ta enter inL ' 

S6 S ulc V/fV purposes. ~86 Sol 349: 90 Sol 624. 627. Seetion 2IS. Public Law 
3b. 38 USC 221S. expressly provides for research in certain limited fields. 
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Op. G. C. 28-58 

*. By express agreement. Sueh agreements are upheld, in general, 
exeept where one' party is at an obvious disadvantage in bargaining 
power. '• 

b. By implication from the conduct of the parties. When the plaintiff 
enters voluntarily into a relation or situation involving obvious 
danger, he may be taken to assume the risk, and to relieve the 
defendant of responsibility. Sueh implied assumption of risk re- . 
quires knowledge and appreciation of the risk, and a voluntary 
choice to encounter it, " * 

A similar conclusion is set forth in the '•Restatement of the Law" a£ the^ American Law 
. Institute on the subject "Torts'', sections 49. 892. and 893: 86 Carpus Juris Secundum on 
"Torts", section 12: and 52 American Jurisprudence on "Torts . section 94. ~\^ 

13. In line with the foregoing, if the research is to be undertaken, it would be neeessary 
that the VA obtain from each volunteer a written consent, whether the volunteer will be | 
paid or not. TEe"voIuHEeers inusTBe competenFCo gtre consent. A form should be pre¬ 
pared for signature by each one. setting forth the objects of the research and Ute risk I 
involved, and containing further a statement substantially as follows: 1 

"I understand that this research is for experimental purposes, and results / 

cannot be fully foreseen. Preliminary tests have been made, and indicated 
precautions to protect volunteeers have been taken. The VA does not repre- 
. sent that any injury will necessarily be avoided in every instance even when 
these precautions are followed. Nevertheless. 1 voluntarily the risk 

involved, in order to advance medical knowledge. I will carefully follow in¬ 
structions given by the VA for the conduct of the experiment. I will not make 
any claim or demand upon the VA or its personnel for Injury, if any ‘rises 
fronv-the experiment. This does not relieve the VA of negligence in the per¬ 
formance of the experiment. 

"t understand that I am to observe' the following instructions (or the instruc¬ 
tions attached hereto), subject to such further instructions as the VA may - 


14. It would be appropriate that there then follow a paragraph relating to release of in¬ 
formation. which could read as follows: 

"l agree that data obtained by the VA from this experiment may be used for 
medical or other scientific purposes, including publication, but my identity 
will not be revealed unless l expressly consent thereto. " 

IS.. The agreement drafted by The R Institute contains the following language in para-_ 
graph 3 thereof: 

The R institute for Medical Research assumes nonliability or responsi¬ 
bility of any kind to the Veterans Administration or to any human subject who 
may be used in the course of experimentation. . . .". 

The foregoing is on the premise that the VA and not The R Institute is conducting the 
research. This premise is correct. However, U does not relieve The R Institute of 
negligence in the preparation of the "radio pills". 

16. In summary, the VA may conduct the research projects proposed in conjunction with 
. The R Institute for Medical Research and with The W Laboratories, respectively, subject 
to the foregoing. 


01iirib«li«K 

Cl A. H.O. It Center* 

—«ih n.O. aetiritie* 
Veteran* 8ene<i«* Ofriee 
Oi rector. Compenaation t, 

Olreetor. Cotnoeniatio» It 
Pension Stiperrision 
Adjudication Officer* 

Managers • all Field Station*. 

Attic Medical 
Manager all Field Station* 


GUY H. BtROSALL 
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November 70, 1953 


Of. i 

Pis 



Or. John F. Enders 

Chief, Research Division of IafccCious Diseases 
Children's Medical Center 
3C0 Longuoad Avenue 
Dos con 15, Massachusetts 

Dear John: 

This is co- confira our telephone call of thin morning, 

November 20tli, regarding approval of she APES for Che protocol of 
the experiment which you propose Co carry one with Dr. Henry Keane 
at Denver with che accenuated oeasles strain in normal children.* 

I phoned Tonray Francis yesterday*ufternoon and he urges chat 
tills investigation and other sinilar subsequent ones, possibly with 
Robbins, Kurocn, or Woodward, be done in conjunction with you as a 
Bcabor of the Virus Infections Commission of che AFEB. Thus, each 
experiment using hunan volunteers will require Chat the protocol be 
approved by the Board. 

Ordinarily Che AFEB desires reasonable amount of time to 
consider Chase protocols in advance of a meeting. They will be meet¬ 
ing in Washington on December 3th and I will be present. Dr. Franci-j 
believes chat since this protocol uill be so similar to the previous’ 
one you submitted Chat, if this is distributed to members before the 
meeting, there uill be no difficulty in getting consideration. 1 
, suggest that you send an adequate nudber of mimeographed copies to 
Captuin Babionc as soon as possible for distribution to Che Board 
members and a copy to me. 

I am sending you a copy of a mimeographed statement dated 
12 March 1954 entitled,"USE OF HUMAN VOLUNTEERS HI MEDICAL RESEARCH: 
PRINCIPLES, POLICIES AND RULES OF THE OFFICE OF,THE SURGEON GENERAL" 
which were adopted by Che Board as their general principles. Ecu 
should cake this into consideration in writing-out the protocol and 
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llovember 20, 1958 


Dr. John F. Endcrs 


' it- attached statement. I think the important thins a Co poi^tt out arc 
the reasons for tills experiment bcins considered necessary. . 

children may possibly have less reaction Chen the mental defective- and 
be a means ©/determining whether Che virus needs to be attenuated further, 
you uill, of course, state the results of the last experiment, indicating 

X tt.L'one necdo 60 bo done* It 1. d 1 " ol tSoif folloo- 

source of the volunteers, .the person who will be in charge of their folio 
.up, and who will be responsible for any mcdica. care which might be ncede . 

For subsequent cirperimencs it would probably be wise to get Che 
protocols worked out as far in advance as possible and the details of the 
arrangements to be made and the persons responsible, etc., and get appli 
52T2? approval for this submitted to the Board just as soon as 
rtnoeihle It is honed th«t if this is not near the time of a Board 

‘LfLaHe tbit by mil *o delays on thla lnpertm.6 
project will not be necessary. 

Very sincerely yours. 


W. McD. Hannan, U. 0. 

Director 

Commission on Viral Infections 


WBl/co 

Enclosure 

cc: Captain Babioni 
Dr. Franci3 



: * 8 
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Arncr Rxgci*atiok] 
No. 70-25 ] 


“AE 70-25'' 


HEADQUARTERS 
DEPARTMENT OF THE ARM Y 
' Washington, DC, 31 July 197 ^ 

... J . -RESEARCH AND DEVELOPMENT 

USE OF VOLUNTEERS AS SUBJECTS OF RESEARCH 
Effective 15 September 1974 

This revision transfers the final approval authority from the Chief of Research and Develop, 
ment to The Surgeon General for aU research using volunteers, except research involciZa 
nuclear and chemical warfare agents and identifies the requirement for use of acti~e du'u 
military personnel as volunteers and instructs major commanders to provide assistance in 
their recruitment Local limited supplementation of this, regulation is permitted, but 2 *2 

required. If supplements are issued, .Lrmy Staff agencies and major Army commands trill 
furnish one copy of eacn to HQ DA (DASG-RDZ), Washington, DC 20310. Other commands will 
furnish one copy eack to the next higher headquarters. “ 


Pur pose__ 

Defiaitioru.— _ ~ .T 

Exemptions___ ,,, , ~ 

Eirie principles-._ 

_ ^ 

Approval to conduct experiment___" 

Civilian employee*.....___.........__ \ 

Eeauitment c5 active duty military volunteers. 
Appendix. implications 



1* Purpose. These regulations prescribe policies 
and procedures governing the use of volunteers 
as subjects in Department of the Army research 
wherein human beings are deliberately exposed to 
unusual or potentially hazardous conditions. 
These regulations are applicable worldwide, wher¬ 
ever volunteers are used as subjects in Department 
erf the Army research. 

2. Definition. For the purpose of these regu¬ 
lations, unusual and potentially hazardous condi¬ 
tions are those which may be reasonably expected 
to involve the risk, beyond the normal call of duly, 
of privation, discomfort, distress, pain, damage to - 
health, bodily harm, physical injury, or death. 
3L Exemptions. The following categories of 
activities and investigative programs are exempt 
from the provisions, of these regulations: 

a. Research and nonresearch programs, tasks, 
and tests which may involve inherent occupa¬ 
tional hazards to health or exposure of personnel 
to potentially hazardous situations encountered as 

‘part of training or other normal duties', e.g., flight 
teaming, jump training, ma rksm ans hip tr aining , 
ranger training, fire drills, gas drills, hnnriKng 
of explosives. 

b. That portion of human factors research 
which involves normal training or other military 
duties as part of an experiment, wherein disclosure 
of experimental conditions to participating per¬ 


sonnel would reveal the artificial nature of 
such conditions and defeat the purpose of the 
investigation. 

. c - Ethical medical and clinical investigations 
involving the basic dis ease process or new treau 
ment procedures conducted by the Armv Medical 
Service for the benefit of patients. 

A. Basic principles. Certain basic principles must 
be observed to satisfy moral, ethical, and. legal 
concepts. These are-^- 

a. Voluntary consent is absolutely essen tial 
(1) The volunteer will have legal capacity to 
give consent, and must give consent freeiv without 
being subjected to any force or duress.*He must 
have sufficient understanding of the implications 
of his .participation to enable him to make an 
informed decision, so far as such knowledge does 
not compromise the experiment. He will be told as 
much of the nature, duration, and purpose of the 
experiment, the method and means by which it is 
to be conducted, and the inconveniences and 
hazards to be expected,' as will not invalidate the 
results. He will be fully informed of the effects 
upon his health or person which may possibly cpmc 
from his participation in the experiment 

. (2) The consent -of the volunteer will bo in 
writing. A document setting forth scfcstantiallv 
the aboTe_ requirements will be sign ed by the 
volunteer in the presence of at least erne witness 


•HI* rtfulsAcn supersedes AB 70-25; 26 Mtrek 2K2. 
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not involved in the research study who will attest 
to such signature is writing. 

(3) The respossibility for ascer t a ini ng the 
quality of the consent rests upon each person who 
initiates, directs, or conducts the experiment. It is 
a personal responsibility which may not be 
delegated- . 

6. The number of volunteers used will be kept 
at a consistent with e below. 

e. The experiment must be such as to contribute 
aignificsatly to approved research and have rea¬ 
sonable prospects of yielding militarily important 
results essential to jm Army research program 
which are not obtainable by other methods or 
means of study. 

d. The experiment will be conducted so as to 
avoid all unnecessary physical and mental suffering 
and ihjury- 

• . Vo PT Tvprrmeiit will be conducted if there » 
any reason inherent to the nature of the experi- 
■ iiil 11—h- -11 — that death or disabling injury 
•will occur. 

f. The degree of risk to he taken will never ex¬ 
ceed that determined to he required by the urgency 
or importance of the Army program for which the 

experiment is necessary. 

a. Proper preparations will be made and ade¬ 
quate facilities provided to protect the volunteer 
against all foreseeable possibumfis of injury, dis¬ 
ability, or death. - 

JL The experiment will be conducted only by 
adentifically qualified persons. The highest de¬ 
gree of skill and care will be required during -all 
stages of the experiment of persons who conduct 
or engage in the experiment. 

£ The. volunteer vrffl be informed that at any 
time during the course of the experiment he will 
have the right to revoke his consent and withdraw 
from the experiment, without prejudice to himself. 

£ Volunteers will-have no physical or mental 
which wffl make the proposed experi¬ 
ment more hazardous for them than for normal 
healthy persona. This dcte mrirtari oa wifi be made 
by the project leader with,-if necessary, competent 
twmKca] advice. 

i. The scientist in charge will be prepared to 
terminate the experiment at any stage if he las 
probable cause to believe, in the exercise of the 
good faith, superior skin, and careful judgment 
required of him, that continuation is likely to result 
iumjury, disability,-or death to the volunteer. 

L Prisoners of war wffl’ not be used under any 


5. Additional safeguards. As added protection for 
volunteers, the following safeguards will O' 
provided: 

a. A phjad&n approved by The Surscoo Genex 
will be responsible for the medical care of volun- 
tears. The phvsician may or may not be the project 
but will have authority to terminate the 
experiment at .any time that he believes death, 
injury, or bodily harm is likely to result- 

h. An apparatus and instruments necessary to 
deal with likely emergency situations will be 
available. . 

c. Required medical treatment and hospitaliza¬ 
tion wffl be provided for aH casualties. 

d. The physician in charge will have consultants 
available to him on short nodes throughout the 
experiment who are competent to advise.or assist 
with complicarions which can be anridpated. 

6. Approval to conduct experiment. It is the re¬ 

sponsibility of the head of each major command 
and other agency to submit.to The Surgeon 
General a written proposal for studies wmch come 
within the purview of this directive. The proposal 
wffl include for each study the name of the 
person to be in charge, name of the _ proposed 
at tending physician, znd the detailed pm o: the 
experiment. The Surgeon General has final 
approval authority fox aE research using volun- ■ 
t£cs except research with nudear or chenuca 
warfare agents. Proposals for research with nucler •' 
or warfare agents will be forwarded t 

The Surgeon General with reco mmen dations on 
medical aspects to the Secretary.of the Army for 
appro vaL 

7. Civilian employee*. TThen dvilian employ¬ 
ees of the Department of the Army volunteer 
under this program, the following instructions wffl 
be observed: • 

a. Any duty as a volunteer performed dining 
he employee’s regularly scheduled tour of duty 
wffl be considered as constructive duty for which 
straight rime rates are payable. Time spent in 
connection with an. experiment outside the em¬ 
ployee’s regularly 'scheduled tour wffl be consid¬ 
ered ss voluntary overtime for which no payment ^ 
may be made nor compensatory time granted. 
The employee wffl be so informed before accep¬ 
tance of his volunteer services. 

b. Claims submitted to the Bureau of Em¬ 
ployee’ Compensation, U.S. Department of 
Labor, because of disability or death faulting 
from an employee’s voluntary participation in 
experiments, wffl include a station to title 10, 
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United States Code, section 4503 as the Depart* 
sent of the Army authority for the use of such 
volunteer services. 

e. AH questions concerning hours of duty, pay, 
'leave, compensation claims, or application of other 
drill an p e rs onnel regulations .to volunteer em¬ 
ployees vein be presented through channels to the 
Deputy Chief of StaS for Personnel, ATTN: 
Office of Civilian Personnel 


AK 70-23 

8.' Recruitment of aetire duty military volunteers. 
Some research trill require active duty military 
personnel as volunteers becauso of the nature of 
the- investigations. .Recruiting is best accom¬ 
plished by research personnel responsible for 
conduct of the research. Major commanders Trill 
provide assistance to recruiting teams. At all 
times recruiting trill be conducted in a morally, 
ethical ly , and legally acceptable manner. 


AB 7G-3 


. APPENDIX 
LEGAL IMPLICATIONS 


Tbe following opinions of The Judge Advocate 

QenerxL furnish specific guidance for all partua- 
pasts in. research u s i n g volunteers: 

1. Ambority. The Secretary of the Army » 
aathorited to conduct research and development 
rT ^—including the procurement of services 
that are needed for'these programs (10 U.S.C. 
-4503). The Secretary has the authority to assign 
detail and prescribe' the duties” of both members 
of the Army and civilian personnel (10 U.5.C. 

BEfiLry personnel and Department of the 
Army dTilian employees. Compensation for the 
dbahSrv of death of a civilian employee xe- 
• salting from, personal injury or disease prom- 
• jnatdv caused bv his employment is payable under 
th* Federal Employees Compensation Act (39 
Slat. 742 et seq.), “ amended (5 U.S.C. 751 et 
sea ), regardless of whether bis employment was 
of i firardous nature. The amount and type of 
disaiafirv compensation or other benents payable 
hr reason of the death or disability of * member 
of the Army resulting from injury or disease» m- 
rmAmnt to service depends upon the individual 
.tatas of each member, and is covered by various 
provraocs of lafr. It may be stated generally that 
ends- present laws no additional rights against 
the Government will result from the death or dis¬ 
ability of military and civilian personnel pax- 
in experiments by reason of the hazard¬ 
ous nature of the operations. _ . . 

3. Private citizens. It is the policy of the United 
States to prohibit the acceptance of voluntary. 
tertians particularly when they may provide 
*, basis for a future idaim against the i Government. 
fBJS. 3679, as amended; 31 U-S.C- 665(b)). 

4. IJse of appropriated funds for the purchase of 
fesarance. A* tha payment of insurance pre- 

'mums on' die life of an officer or employee of the 
United States is a form of compensation which 
m not c ur rently authorized; payment of. those 
premiums is prohibited (B..S. 1755; 
ef J%ter*al Revenue v. Bonvii, 87 F -d 764 (2d 
C5r. 1537); C-anaday v. Guitteau, S6 F 2d 303 (6th 
r*r 1838 ); 24 Comp Gen. 648 (1945)). 

5. Contractor's .employees. There appears to 
be no legal objection to the use of employees of 
oontzacsors in research and development expen- 
^ It is the responsibility of the contracting 
officer to deter mine whether the terms of the con¬ 


tact an sufficiently broad to permit 
parion of these employees. Generally, benents to 
which private employees may become e^deaby 
reason of death or disability _ resulting from jheir 
emplovment are payable under State law except 
persons covered by the survivors namce pro- 
virions of the Social Security Act (49 atat. 6-3, 
as emended (42 U-S.C. 402)). Reimbursement of 
the emnlover for additional costs by reason of this 
liability of his employees will depend upon the 
Of each contract. These, employees are not 
disqualified bom prosecuting claims agamst the 
Government unde: the Fedend Torts Claims 

(28 U-S.C. 2671 et seq., see AB 25-70).In coat 
reimbursement type research contracts with com¬ 
mercial organizations the cost of maintaining 
eroup accident and life insurance may be reim¬ 
bursed to the contractor (subject to certain ex¬ 
ceptions) under ASPB 15-205.16 provided that 
the annroval of the head of the Procuring Activity 
is obtained (APP 10-551). 

6 . Irregular or fee-basis employees. Intermittent 
services of suth employees axe 
experts and consultants sea Sec. 15 , Act of 2 An 
1946 (60 Stai. S10; 5 U.S.C. S5&); See. 501, Do 
Appropria tion A ct. 1961 (74 Stat. 349) ;n°te 
39-204 1 CPE A7; Sec. 710 Defense Production 
sit. 819; SO US.C. App 2160); 
and for architects, engineers, and other .technical 
and professional personnel on a fee basis, see 10 
U.S.C. 4540.). Whether these employees can be 
detailed or «=5gned to the proposed experiments 
-trill depend upon the statutory authority for 
employs* ud tie problems of “ig*' 
menfc agreement ha each case. The Federal Em¬ 
ployees Compensation Act, rupra, m all probability 
applies with respect to these irregular and iee- 
Ssb employees for any injury «■ dw>ese resdtmg 
from thak employment, although a final deter- 
'mination in such eases will have to be made-by the 
• Bureau of Employees Compensation, Department 
of Labor. Subject to such restrictions and limita¬ 
tions as may appear in the statutory authonty 
which he is employed, it would appear that 
the Government may legally bear the expense of 
premiums upon the life of an irregular or fee- 
bass-employee whose rate of compensation is not 
fixed by law or regulations. In this regard, it may 
be advisable far the Government to provide ar 
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additional allowance to the employee for financing 
such private insurance arrangements as he may 
with, to rather to rtnd«»r»»lr» * 

negotiations with insurance carriers for the desired 
oo renge. 


By Order of the Secretary of the Army: 


Official: 

'VERNE H BOW ERS 

Major General, United Statet Amy 
The Adjutant General 


AB 70—25 

7. Cosdosion. Subject to the above conditions, 
Aimed Farces personnel and/or civilians on duty 
at installations engaged in. research in subject 
fields will be permitted to actively participate in 
all phases of the program. 


CREIGH TON W. ABRAMS 
Genera l, United States Army 
Chief o f Staff 


The proponent agency of this regulation Is the Office a i The Surgeon 
General. Users are invited to send comments and suggested improve¬ 
ments ea DA Form 2028 (Recommended Changes to Publications and 
Blank Forms) to HQDA (BASG-RDZ), WASH DC 20310. 


DISTRIBUTION: 

Active Amy, ARNG, USAG: To be distributed in accordance with DA Form 12-9A require¬ 
ments for AR, Research and Development—D (Qty Rqr Block No. 112) 
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i u 

HEDDH-KR 10 July 1962 

HKH0RANDUH FOR THE RECORD: 

SUBJECT: Use of V olunteers, for Army Hediesl Research 

1. Volunteers have teen used by in-servtce and contract investi¬ 

gators for a great variety of research projects, since UU II. By and 

largo research has been conducted In strict accordance with the 
Nuremberg Code of 10 rules drawn up following the Nuremberg trials. 


2. Other than the Hurembers Code, guidance for the conduct of 
human research has come from religious groups, such as a statement 
from the Pope in 1952} the declarations of Ceneva and Rome, adopted 
by the World Health Association; requirements of Rational Medical 
Associations, Including France, Britain and the V. S.; and the guaran¬ 
tees and standards recommended by the World Medical Association. 

3. Federal agencies conducting or monitoring human research have 
operated under a variety of guidelines formulated from the Nuremberg 
Code and Incorporating features from other agencies, as above and from 
specific regulations governing the particular service Involved. All 
such guides have in common the safeguards put forth In the documents 
cited above and have resulted In research programs remarkably free 
from litigation. 

4. The Army, specifically, has conducted both in-service and 
contract research Involving the use of volunteers under rules which 
have been derived from the Nuremberg Code, the Army Organisational Act 
of 1950 (Sect 101) and Chief of Staff Memorandum 385, 30 June 1953 
(Volunteers and Radiological, Biological and Chemical agents). -£n 

12 March, 1954, principles, policies and rules of the Office offtHe 
Surgeon General: "Use of Human Volunteers in Medical Research" was 
published based on the foregoing. This has been the basic guide which 
has been followed slnca Its publication, with minor changes or additions 
to apply to specific programs conducted at the various Army laboratories. 

5. Adoption of an >C : rather than continued reliance on the "Prin¬ 
ciples, Policies and Rules of the OTSC" has been needed to assure the 
Army that research done by or specifically for the Army will, when 
humans are involved, be monitored by/the Surgeon General and will be 
In accordance with generally acceptedprinciples. 

6. Utilization of Volunteers In in-service programs: 

n. Army Medical Unit, Fort Detriek. This has been a program 
remarkably free from difficulties. It has been conducted 
with the cooperation of the Seventh Day Adventists Va* 

Service Commission and has Involved up to 200 volunteer 
subjects, annually. The SDA Coamission has encouraged 
their young men tt participate, and those who qualify are 
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MEMOBAHHUM FCR THE RECORD: (Cont»d) 

SUBJECT: Use of Volunteers for Army Medical Research 

selected at the MTC, Fort Sam Houston and transferred to 
the Valter Reed Unit where they perform non-combattant 
duty unless participating in experiments. It has been 
essential that the policies of the Medical Unit, Fort 
Detrick, he oriented toward defense against biological 
agents, and that work conducged have potential benefit 
to all mankind. This position has at times been difficult 
• to maintain. Protocols for the use of biologicil agents 
or products, have in addition the unanimous approval of 
the Ccnmission of Epidemiological Survey of the AFEB. 

Close liaison has developed during recent years with 
recognized leaders in the field of infectious diseases, 
ans particularly with the University of Maryland. 

b. HRNL, Denver, Colorado. In January 1954, negotiations 
were begun with the Mennonite Central Committee to recruit - 
young men for metabolic and nutrition studies. A metabolic 
vard was established and operations began later in the year. 
These volunteers are salaried, receiving $1,800.00 per annum 
and limited PX privileges as well as other privileges, 

such as recreational facilities, Red Cross, hobby shops, 
etc. The average tenure is 18 months, which fulfills 
Draft Board Requirements. This program has worked very 
well, however, there was one subject who, after release, 
sent an annual bill for treatment of ulcers. (It is note¬ 
worthy that the Hennonites have furnished thousands of 
young men to Federal and Private research programs in 
this country and in 39 foreign countries. The latest 
available figure is 4,300 as of I960.) MHRL is enfrently 
authorized 10 such research spaces through a contract wihh 
the University of Colorado. 

c. AMRL, Fort Knox. There are essentially no volunteers other 
than from members of the staff fee specific experiments. 
Contracted research at the nearby University of Louisville 
is coordinated, however, and utilizes Medical students and 
other volunteers. Prior to the establishment of ARIEM, 
climatic tests were conducted and thermal stress pay was 
allowed. 
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MEMORANDUM FOR THE RECORD: (Contt'd) 

SUBJECT: Uae of Volunteers for Array Medical Research 

d. ARIEM, Natick, Massachusetts, is newly organised. Sub¬ 
jects selected for heat and cold strewing remain with 
this unit as volunteers for long periods of tine, and 
the nature of experiments is such that volunteers will 
usually remain only so long unless stress pay is allowed. 
An average of 30-40 volunteers are required, continually. 
The established codes of conduct of human experiments are 
rigidly enforced to prevent serious reactions. 

9. V. S. Array Chemical Center, Edgewood, Maryland. Volun¬ 
teers are recruited from various Army canps in U. S. 
Posters and bulletins inform the men that they nay sign 
up for 30 days TEY and stress the importance and safety 
of the program. Ho special pay is offered but the volun¬ 
teers do receive preferential treatment and passes if 
they are cooperative. Twenty to thirty are generally 
selected each month. In contrast to the ARIEH require¬ 
ments, most volunteers for this program are subjected to 
short experiments and suffer with little discomfort. 

f. WEAIR uses few volunteers, but programs, particularly 
ii the Neuropsychiatry Division do occasionally require 
them. No special Inducement has been a policy and local 
recruitment is generally adequate. 

7. Contract ins of volunteers: A complete survey of research 
contracts in which volunteers were used was conducted in 1960 prior 
to preliminary drafting of AR 70-25, 26 March 1962. At that time a 
total of 21 contracts were active. Approximately 3,000 students, 250 
patients and 300 prisoners were participants. The general picture, 
today, is essentially unchanged. Investigators have utilised the 

12 March, 1954 SCO Directive as a guide and have had prior approval 
of protocols by their own iaatitutions, the project officer, the 
AFEB when applicable and appropriate Advisory Committees to the Sur- 
aon General. 

8. Problems concerning AR 70-25, March 1962. 

. *• para 1: A precise definition of Department of Array 
Research is needed. 

b. para 6: Approval. Define "Major Command" and "other 
agency". Does the letter Include direct submission by 
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MEMORANDUM FOR THE RECORD: (Cont»d) 

SUBJECT* * Use of Volunteers for Axa/j Medical Research 

the contractor or by the Med R&D, in this case? i»e»— 

the Project Officer submits the protocol for approval? 

e. para 8* Implementing Instructions. 

!• What should content of implementing instructions be? 

To whoa should they be sent? 

2* To our laboratories the implementing instructions are 
sisple: Protocols, particularly where CBR agents are 
used, must be submitted to Med R&D for approval <3 DA 
level. This may be quite burdensome for Ft. Detrick# 

3# Contractors position in this is less clear. Instruc- 
will have to be formulated for the guidance of project 
officers. All active contracts have been approved by 
TSA/R&D. Do those involving CBR already underway need 
to go to DA7 What if DA turns down a project already 
contracted and paid for? 


DONALD L. HCWIE 
Lt. Colonel, MC 
Assistant Chief 
Medical Research 
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APPENDIX A 

Volunteers: Reference Material In K&D File* 


FoHewing the publication of AR 70-25, 26 torch 1962, it becaoa 

obvious that this document would provoke cany consents and inquiries 
both in and oue of service. This represents a milestone, of sorts, 
in that it is tho Official position of DA concerning this delicate 
subject. As such, it becomes a ruling subject to legal interpretation 
and application. The background is briefly outlined in the proceeding 
memo. Sources are: 

1. AFEB Piles: Contains basic correspondence in the formation of 
TSGO policy, March 1954 and statement by executive Secretary of AFEB 
on need for the policy, l.e.: "mandatory requirement for projects 

in classified areas requiring approval of the Secretary of the Army, 
but a guide for other, types of research". There is also a minimum 
amount of correspondence concerning the necessity of all members of 
the AFEB to make certain that detailed protocols are submitted to 
TSGO when Army subjects are Involved, and the drifts and copies of a 
directive "Information to be included in protocols submitted to TSCO 
in cases where Army Personnel are to be used as test subjects". A 
1960 survey of all contractors using volunteers is Included. 

2. Prev. tied. Br. File : Ksterials, here, are largely those 
which pertain to Che establishment of policies using Seventh Day 
Adventist volunteers at Tort Detrick. Ksterials date back through 
1957, and include basic correspondence establishing Immunization 
policies, recruitment (at BAMC), the policies of the SDA War Council, 
a history of the volunteer program at the Army Chemical Center and' 
miscellaneous Information concerning the position of the CHS, AFEB, 

June 1960. 

3. Deputy Director, R&D'a File: Information dating back through 
1957 on procurement of volunteers, orders assigning physicians respon¬ 
sible for volunteer studies, reprints on ncn-officlal reviews of 
volunteer research (Drug Research Reports reprint of Duke Low Journal, 
1960, review; Dr. Beecher's AHA article 31 Jan, 19590. (biter la Is 
here are sketchy. 

, A. Col Lee's File (Budget Branch): Correspondence, here Is largely 
b*ck through 1957. Included are: 1.) I Aug 57, Legal office opinion 
on 3rd person liability insurance under eentrscts.2.) The various 
categories of studies utilising volunteers. 3.) 10 June *59 Drug 
Research reports review of National meeting on volunteer programs 
(Dr. Lsdlmer's review) which is excellent.^.) A copy of the 30 June 1953 
C/S Keao: Use of volunteers in Resesrth. 5.) Agreement and consent 
forms used in various programs. 6.) 1959 queries by Cen. Hays of ths 
Kavy and Air Force policies (no answers). 
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APPENDIX A . (CCNT’D) 


5. Personnel File (Hra. Eyles): This is a more comprehensive file 

with miscellaneous materials dating back to 1952: 1.) The draft and 

criticisms of AR 70-25 including those by McDowell, Tigertt, Benenson, 
Artiss, Col Vorder Bruegge. 2.) Reprints of articles previously men¬ 
tioned, plus an excellent review in ’’science". 3.) History of the 
volunteer program at KRNL. 4.) Sumaaries of all research using volun¬ 
teers as of Nov *60. 5.) Copies of legal opinions previously mentioned 

6.) Reports of other decisions, such as by the Catholic Church. 

7„) The Ohio State Prison correspondence involving Gen Creasy — a good 
demonstration of how touchy this subject really is. 8.) The documents 
on SDA participation. 9.) Sep»s for AMRL volunteer programs. 

6. Classified Files: Material in classified files is by and large 
referred to in the other files. References other than minor corres¬ 
pondence includes: 

a. Original C/S Memo, 30 June *53 on use of volunteers, prior 
to declassification. 

b. 12 Aug *54 letter from Cel Wood clarifying and implementing 
above memo. Response of Ch Chml 0 attached. 

c. 25 Feb *55 letter to TSGO from Legal division. Opinion on 
legal capacity to consent (ages 18-20) of troops. 

d. 1955 correspondence series concerning Seventh Day Adven¬ 
tists, including letters from parents, legal council, advice 

• of the SDA Council and responses of TSGG. 

8 . 11 April 1956 authorization for phychochemical studies — 
staff action. 

f. 18 May 1958 authorization to use V-agents and staff actions. 

g« Legal implications of .using women and children as subjects. 
21 Oct 1959. 

h. 13 Mar 59 designation of single physician as responsible. 
Legal opinion. 
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THIRD ZHDQHSSKSfl oa HAKC, Hsila, spdltr 33-4:£H:pao 7307 (tojO) of 
28 Aug 1962 

From: Chief of Naval Personnel 
To: Secretary of the Navy 

SubJ: Experimental studies of a medical nature involving persons in 
the Naval Establishment 



Copy to: 

NASA Edqtrs., Nash. »D.C. 
NASA (MSC), Houston, Tex. 
MVA3K-IATCEN (ACEL), PHHA 
Chief, Hul-Ieps 
Chief, 3uKed. 
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BBMED-711:mkf 
31 Aug 1962 


SECOND ENDORSEMENT on KAMO, Phil, spdlcr SG-4:£H:pao 7307 (4030) 
of 28 Aug 1962 

From: Chief, Bureau of Medicine and Surgery 
To: Secretary of the Navy 

Via: Chief of Naval Personnel 

Subj: Experimental studies of a medical nature involving persons in 
the Naval Establishment 

Ref; (a) HANMEDDEPT, Chapter I, Section II, Article 1-11, 
"Experimentation of Personnel” 

1. Forwarded, in accordance with reference (a), recommending approval. 

2. The proposed study using human subjects will provide information 
not otherwise obtainable to validate specifications for the construction 
of manned space capsules. Test personnel will be subjected to increas¬ 
ingly high rates of negative G of very brief duration .until discomfort 
levels are reached. The conditions of the experiment will be changed 
gradually, and test personnel will at all times be under the careful 
observation of trained Medical Department personnel. No injury to 

test personnel is expected to occur. 


C. B. GALLOWAY 

Assistant Chief for Research and 
Military Medical Specialties 

Cooy to: 

NASA Edqtrs., Wash. D.C. 

NASA CISC), Houston, Tex. 

NAVAIBHATCEN (ACEL), PELLA 
Chief, BuWeps 
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BUMED-7U:micf 
31 Aug 1962 

SECOND ENDORSEMENT on NAMC, Phil, spdltr MG-4:EH:pao 7307 (4050) 
of 28 Aug 1962 

From: Chief, Bureau of Medicine and Surgery 
To: Secretary of the Navy 

Via: Chief of Naval Personnel 

Subj: Experimental studies of a medical nature involving persons in 
the Naval Establishment 

Ref: (a) KAKMEDDEPX, Chapter I, Section II, Article 1-11, 

"Experimentation of Personnel" 

1. Forvarded, in accordance with reference (a), recommending approval. 

2. The proposed study using human subjects will provide information 
not otherwise obtainable to validate specifications for the construction 
of manned space capsules. Test personnel will be subjected to increas¬ 
ingly high rates of negative G ox very brief duration until discomfort 
levels are reached. The conditions of the experiment will be changed 
gradually, and test personnel will at all times be under the careful 
observation of trained Medical Department personnel. No injury to 

test personnel is expected to occur. 



\ . Sts .S - =— -„ 

C. B. GALLCTAY 

Assistant Chief for Research and 
Military Medical Specialties 


Copy to: 

NASA Edqtrs., Wash. D.C. 
NASA (MSC), Houston, Tex. 
HAVAIBMATCEN (ACEL), PHIIA 
Chief, BuWeps 
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PIP5T riSBSIiriN? on SecSrv sndltr SG-bssHsoao 7207 GiOSO) of 23 Aug 1=62 


?rcn: Chief, Bureau of Naval Wessons 
To: Secretary of the Navy 

Department of the Navy 
Washington 2 $, D. C. 

Via: (1) Chief, Bureau of heel cine arc Surgery 

(2) Chief of Naval Personnel 

Suej: 2rosrir.3r.tal studies of a medical nature.involving persons in the 
Naval Establishment 

Forwarded, strongly recommending approval, A sar/aos-cuIaed-ACEL , conference 
held 22 August evaluated the hazards and reviewed the procedures with the 
conclusion the work could and should be uerfonsed with no serious risk. 

This data is necessary for future Navy systems involving negative g. If 
atnroved, this work will be performed as hi’.'sos Problem Assignment 
No. 005-AEL3-16. 



Ssvsicsusnt, lest suu ^vsiuatioa 


Cooy to: 

‘.l-.FA Kdctrs., Wash. 2. C. 
NASA (:<2C), Houston, Tex. 
rAVXZSSSMSS (ACZL), PHUJL 
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This communication is a sol low-up to A'-AC Special Delivery 
A'I--i:£H:aic 7207 (*.1039) oz io ..trust 1712. which cc 
as she present correspondence, but which is understood not 
by the Chief, bureau of Kaval heapens* 

Approval is requested to conduct the enclosed Experimental study ‘'Determination 
of*the Effects of Impact, negative Acceleration on human Subjects'* using*'volunteer 
personne]/'of the Ic7al Establishment as subjects. The onclosedAstuay was formulated' 
fren the Kational Aeronautics and Space Administration- (1113.1) A^CLLI Impact 
Conference held on 3 August 1962 and will provide information urgently required by 
KAS.1 for the APCLLO program. 

In view of the urgency expressed by 1112.1 fer t.:e information to be obtained from 
this study, it is requested that approval be expedited. 



T7 Airc-ciion 


, ^rslassiizca —-HG^rr 
stained the same request 
to have been received 


2nd: Cl) Seierminstion of the Effects of Impact, negative Accr-lerctior. on 
Human Subjects ' 






















Enclosure -to sAVii SPESDLOiE?. EZ—4;IE:mck 7307 (4050) dated 27 Aug 1962 
Or'gPIJN.-.TIO!: CF 755 EFFECTS C? UACT. :3GAgIVE 

accslssatio:-? c.:-: suspects 


Supine volunteer subjects dressed in coveralls shall be exposed to abrupt 
inpact accelerations directed through the long aids of their bodies, iron 
head to feet (negative acceleration). The Air Crew Equipment Laboratory 
(ACZL) Horizontal Accelerator shall be used to apply controlled acceieraticn- 
tiAe patterns to the subject supporting structure. The latter shall consist 
cf a rigid couch to which the subject shall be attached by a composite re¬ 
straint harness with tie-downs located around each thigh, around the pelvis, 
around the chest and over the shoulders. The back of the couch shall be 
tilted to fom an angle of 5 degrees between the seat back and the horizontal 
surface of the accelerator sled, so that the head portion of the couch shall 
be raised with respect to the hip portion. The couch shall be constructed so 
that an open angle of 107 degrees shall be maintained between the subject’s 
thighs and torso and between his thighs and lower legs. A sufficient number 
of acceleration exposures shall be node using an anthropomorphic dummy to assure 
the adequacy of the support and restraint system before any human exposures are 
undertaken. 


Acderations shall be measured on the rigid structure of the couch supporting 
the subject. Present data on the performance of the AOEL Horizontal Accelerator 
indicates the following relationships: 



Acceleration Level (G) 

Velocity Change (ft/sec) 

Onset Hate (C-/sec) 


■2 

7.1 

270 


3.5 

10.0 

6CD 


4 

10.7 

SCO 


5 

n.s 

1000 


6 

13.4 

1250 


7 

14.5 

1500 


s 

15.1 

1300 


9 

17.4 

2000 


10 

16.3 

over 2000 


15 

25.6 

over 2C0C 


20 

32.4 

over 2CC0 

Xt 

should be noted that the above 

data were obtained from me: 

isurenents made 

on 

the Accelerator Sled: considerable attenuation of the rate cf acceleration 

onset can be anticipated with reg; 

era to whet the subject may 

experience. 


In no case will any subject be exposed more often than once in 24 hours to 
any acceleration level. It is planned to expose each of five subjects in 
succession to the following G levels on the dates indicated: 

G Level Date (1962) 

2 6 September 

3.5 7 September 

5.2 S September II i>Q^ 


Page 1 of 2 pages 



•G level 

Ante 1962 

6.5 

10 5antember 

S.5 

12 iepttmber 

10.0 

14 September 

11.5 

17 September 

13.0 

19 September 

15-0 

21 Sop: ember 

16.5 

24 September 

18.0 

27 September 

20.0 

2 October 

The G levels selected arc : 

arbitrary and will be modified in accordance with 

findings, as required. It 
findings by 5 October 1962, 

is planned to prepare a summary cf the data and 

A review cf the literature 

on intact negative acceleration effects on humans 

showed only a limited amount of data to be available. From these data, properly 


restr.cir.ed subjects have bees she.;:', to tolerate, without untoward effects, 
acceleration patterns having the following Acor act eristics: less than 10 0 
level, less then ICO G/sec onset r nzz, end less then 30 ft/sec velocity change. 
Reference is made to Air Force Pamphlet IF? IcO-lC-A entitled :: ?hysiclcgy cf 
Plight” of 1 January 1961 which indicates a tolerance level for downward. ejec¬ 
tion of 16 G at 200 G/sec, although the ori ;insl source of this infccr.aticn is 
not given. Txposure of chiupansees to inpaet transverse accelerations (both 
forward end rearward facing) indicates survival without injuries to patterns 
having 2 to 3 tines the peak G end onset rs~.es of those toxersted by humans. 
Chinaonzees tolerated impact nerativ-s aaceioration patterns cf 28 to 51 peak G, 
700 to 1CC0 G/sec onset rates and durations cf G.13 to 0.2C sac. Applying the 
sane factor of 2 to 3 to peak G and onset rite, it would appear that the toler¬ 
ance Units for humans described above are validated by comparable animal ex¬ 
periments. So systematic investigations have been reported with respect to 
negative impact accelerations applied to living organisms which would mdicate 
the combined effect of various combinations of onset rates, G levels ar.d velocity 
changes. 


exposure of subjects using the method and equipment described above shall be 
done with the utmost care and caution. An -attending flight surgeon shall 
seasonally monitor the condition of the subjects throughout the atudy, and shall 
determine when and if a giver, subject shall be exposed at any particular tine 
to impact acceleration. The full diagnostic and clinical facilities of the 
Philadelphia Naval Hospital are available and shall be utilised as deemed necess¬ 
ary. Sufficient information shall be obtained prior to the study on the normal 
physical condition of the subjects (including X-rays of the spine and skull, ana 
electroencephalograms) so that changes >;fcich Eay occur can oe detected before 
they lead to serious or.irreversible sequellae. In no case will a subject be 
exposed to the test conditions when he is unwilling or egresses appreciable 
discomfort. Continuous electrocardiograms, before, during and after each expsure, 
shall be obtained, and such other procedures shall be followed to gain information 
regarding the subject’s condition as are considered appropriate by the attending 
flight surgeon';- Approach to more severe exposure conditions will be made 
cautiously, with close medical monitoring and repeated assessments of the safety 
•-■-d veil-being of the subjects. Procedures outlined in ..miiclo 1-11, .-.anual of 
jhe Medical Department, 1962, shall be fully complied with. 
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afl rozjct-s-Tt 

DRAFT 

29 May 19o3 

MEM0RA2uaJM FOR : THE RECORD 

SUBJECT : MKDL33A, Subproject iUO 

1- The purpose of this subproject is to provide for the con-_ 

tiruaticn of investigational progress involving utilization of 
human volunteer subjects and the services 



2- This program is designed to exploit clinical, laboratory 

v 

and institutional facilities as veil as professional knoviedge in 
providing answers to specific questions and solutions to specific 
problems of direct interest to the Agency- This subproject vill 
permit the utilization of the professional services ^IF 










- 2 - • 


a 


C 


protocols and conducting, under controlled conditions, 
pharmacological and clinical tests in human volunteers 
of specific chemicals, biochemicals, and biologically 
active materials of direct interest to the Agency. 

d. Perform, professional services on. request. 
h. The proposal indicates the nature of the investigational 
program being used for cover purposes. In addition, pharmacolog¬ 
ical and clinical investigations of Agency interest will be con¬ 
ducted; these investigations vill encompass clinical testing and 
feasibility testing of drugs affecting human behavior. Other 
activities vill include assessment and feasibility studies on 
c overt marking syst ems. Seriological and human blood group 
identification systems vill be assessed to determine their feas- 
ability. 

5 - The funds for this project will be transferred directly, 
•will be reimbursed for expenses and proi'essicnal 
services rendered. 

6. The cost of this program for a period of one (i) year 
beginning 1 April 1963 will not exceed $20,CC0.C0. Charges should 
be made against Allotment 2io. 3125-I3SC-39C2. 

reimbursed accordingly. 


It is not 
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- 3 - 

required for the program. 

9 . It has been agreed that documentation and accounting for 
travel expenses vhich are reimbursable shall conform to accepted 
practices. 


10. It is agreed that technical, reports reflecting the pro¬ 
gress of the activities will be submitted at mutually acceptable 
intervals. 



TSD/Biological 3ranch 


Distribution: 

Original only 


Attachment: 

Proposal 
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Alt in-37’. 

JIKAWillAKTKISS. 
I»KI*AUTMKNT CIS TIIK AIS.MV 
Wamiiixiitiin, I>.C., 12 August WHt 

MKUU'AL SKltVlfB 

RADIOISOTOIMC LICENSE PROGRAM (HUMAN USE) 

SV.H..X |. IIKNKIIAI. P-.r.e.-i l. 


AllM\ IhlOl.l 
No. 111 ::7 


llt*|Mirlltie ri-iuintiwnlx- 

I'riNuremenl »f Aloinlr Kiirrcy (Vinmilwiini rrattlniioiiM mH'I fur tun _ 

ii. ixsTitri-rmxs run rii.Mi'i.i-rrixil i.ii'Knmk aim'i.hwtiiixii 

AKI* Perm .113 (Am^h-nllott for Mypri.liK-l .Material Mirlmri......._ 

AKC Korin .11.In iA|ipllriillnn for lljpfislnrt Mnlirl.nl Urease- Snpiilo- 

meal A—lluinnn line)_.... .......... . . ... ........ 

AmcKiux. nAiinnsimiri: (ximmittkk 


Seel ion I. 

1. Purpose ami scope. <»./’«//>i»e. These rra- 
ulnlimis - 

(1) Prrsrrilm |m]irirs mol proeptlmra for lira 
liiiinmi use rmlinisol»)tp lirense prajpuin. 

(2) Kxtnlilisli I ho prnrrilurp for lira rojHirl- 

fivifies. 

(:t) I'limisli gniilnm-p In major nrrnn ntiin- 
innii<h*rs whoso lntalirnl Irrnlttirnl fnriti- 
lira imlsiitn I ho I'nilixl Slnlra are an- 
thorinril In ii|mmlp hiimnn usp milioiso- 
|n|ra programs wilhnul Iho reipiirrinrnl- 
fop n lirpiiso from lira H.S. Alinnio 
Knprcy t "oininissimi. 
h. Smyr. Thesis n“pilalinms-- 

(1) Apply In nil Army mwlirnl Irpiilnirnt 
fnoililira lornlnl in n Slnle or Iprrilnry 
of Hip Ihiilml Slnlra, Hip Dislrirt of C-n* 
liniiliin. or Iho I’onimniiwrnllh of Puerto 
Itirn. 

(2) Applr In major oversea rommamlrrs as 
follows: 

(«) Applies In inslallalions anil nrlivilira 
nraipmsl In mnjor mprsen roinmniiilors 
nliioh are loenteil in an nrrn whirli falls 
milter AKf jiiriwlin ion. 

(A) Mnjor oversea eimimaiiilers will nilopl 
saieli portions of Ihrsp regulations for 
insInllnliiHis ami nrlivilira imlsiilo (ha 


(JBNEUAL 

Hnileil Slnlra ns nrn necessary In in- 
sum lira continuity of professional 
i|italilienliiitis ntnl nininlenniioe of 
enrreiiL iloenmenlnlioii of lira Iminiii" 
ami ex|K'rienrp of llmiliiliviiliinl railio- 
isolo|s< user. (This oDieinl m-onl of 
pnifi-ssinnnl iinaliliraliims iiinsl !«• nr. 
cpplahlo lo Tim Surgeon (teneial ami 
lira TI.S. Aliimin Kneroy t*ommis. 
sion when an imliritlnal is rrnssionetl 
lo lira Unilril Slnlra or Hint geographi- 
ral ansi whom radiological hypwilucl 
materials am licensed hy lira l\S. 
Alinnio Knergy Commission.) 

(A) lIn not apply lo Iho use of ripiipmeiit 
grucraling innixing nnlialion hy elec 
• Iriral moans for tlingmrslir nr lhera|s.uli>: 

procrilnrra. The provisions of Tit A1KI» 
l!'J [/fitiifitiulir X-Ray I'mlrrliou) apply 
for list! of dingtmsl ie X-ray pipiipmenl. 
2. Dcfinilion of terms. Knr (he pur(«tse of 
I hcseregtilnliims, Iho followingtlrlinil inns apply • 
It. Ifi/lirwhtr/ »oi/rri//.t. Mrans any radiom-lhc 
material (esn'|tl S|racinl nuclear mnlrrial) yielded 

lion ineiilenl lo lira process of producing nr til ilia- 
il|os|as'ial nuclear materials. 

b. ttprriiif m ir/ritr noi/rriii/. I'hilooium, urn- 
ilium 2X5. uranium enriehnl in lira i!ii|n|«- gXi. or 




Washington National Record Cem. 

Office of the Army Surgeon General 
Record Group 112 
Accession ft: 

Box#: 31 
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Alt 1(1-37 


(•.MiiliiiKKii.il d.-li-rniim-i In In' S|«-cinl nucli-nr 
■unli-riiil. . )■ . ' lll.t 

nrr int.-i.il.-.l (•• prevent leakage of the ra.linnc- 
li\.' material »r :u.y «.f i(K 'Inut'lil•*>* pr.^lut-lw. 

,/. Unman »«r. The internal i.r i>xlI'l iml n.lniiu- 
iet mlii.il «f radioactive material (l.yprmlii.-l ran- 
I print nr otherwise) orll.e ra.linli.m (li.'r.'rr..iii l In 

/.I.-CM-C. A lii-t-n-e i‘-Kiil-d l.y 11." l r .S. M.niiii* 
Ktirr**y < 

3. Kcsponsihililics. «r. 77i<* Suvjnm OcncrnL 
•n„. Surgeon (ipiipml is responsible fnr stalf su- 
|iervisitm of this program nml nilminNlmtivo ap¬ 
proval «f licenses jicrlnining In human iw. nf 
m.|i..nplivt. material. tin will s|tc.-ilScal!y - 

(1) IW.ut.nlp iiip.li.-al treatment facilities 
nullon i/ed In n» radiois..l»|>es f..r lin.iinn 
itsn anil prm-idr diagnostic niul/ur lltern- 
jwMilir radioisnlo|S' services. 

(2) Pnivi.lr |*dicy guidance nml advisory 
<ni|i|M>rl. In Army mcdirnl lr.-al.npnt 
facilities. 

(3) Itcvirw nil liceusa lipplirni inns r.irlininnn 
useof rndinisnlo|ies. 

(I) Maintain a current list nf approved iinli- 
riituals ‘ (users) ami ra.linisnl..|s-s for 
which I lie nsrrs are nppmvrd. 

(S) Plan fnr a long-range scicnlilirnlly nri- 
ruled nn.l integrated program wliirh in- 
nirpnrnlrs realislm rniiiimnenls f.ir 
training,must rn.-linn, nml r*piipnicnt. 

(C.) Perf.irm, at least nit an annual basis, a 
survey nf all aspects of m.li..is.iln|>p ac¬ 
tivities at licensed medical treatment 
facilities. 

(7) Ap|Miint a t%mlinisntn|>n ('.immillca In 
assess (lie program by evaluating the min¬ 
utes in llm lell.-r rc)>nrlK nf mr.li.-al Irrnl- 
inent farilities using radioisotopes, sub- 
utiltetl in armnlnn.-ii with |mragrapli -I, 
survey re|H.ris nml oilier avnilalile data. 

. h. Major oversea* fommmulcr*. '/.I army com- 
'nunuhnt, l.’iimmamliny t/enemt. Military District 
of Wash!nylon, t>Jt. Army; Commamliny tieli¬ 
mit, ttjt. Army Ma/rrii't (tommamt, nml other 
srjhmitr. vommamier* hnninij primary irs/mnsi- 
bilily for rr.trnrrh and ilnrrlopmcnl pro’]crtx y or 


1,'rfi iiir.il n/u-rntionx. Tln-se ••ninniaii.leis will I at 
1-ppp.iiiKil.te for insuring Hull pi.nniian.lei-s nf all 
inslalliilii.ns ami a.-livilii-s under llieir juri-ulir- 
linn -- 

(I) Are pn.vid.sl with ll.e prn|»-r millinriza- 
ttun, inelnding valid AKP lieenso wIipii 
applicable. prior l» pr.«-nring nr using 

radi.iactive material nr sources of ionizing 
radiation forthe purposed radiali.Ml r\ 
pnsitro nf linnian lieings (volunteers nr 
otherwise), ass.M-ial.sl with military proj¬ 
ects. 

(“) Am provided nilli ndispiale means and 
procedures fur safe liandling nf radio- 
aelivn materials. 

(3) Have mspiired a wrilten.appmval fn.ni 
the Secretary nf the Army (AI* 

20 Mnrrli l!HW). prior In I In- siil.niissinn 



mental researrli subjects. 
e. The entnmnmirr of rank meilirnl in*tiitlnl,on 
or treatment fneilily. 'litis rninmamler is n-S|mu- 
Slide for all asjHs-ls‘..f the radiation program with¬ 
in bis runiitinud. 'lids resiMinsibitily includes, but 
is nut limited In, the following: 

(1) Insure that llm mr.li.-al IrraHncnt facil¬ 
ity cniirrnicd lias U-en assigmsl the mis 
sinu by The .Siirgmn (ieiieral to provide 
.liagiinslii- and/or tliera|M*ntin rndioisn- 
Ii.|mi servi-s-s. 

(2) Insure Hint the medical Irealnieiil facil¬ 
ity as the applicant for an AKC! license, 
oraaa licensed nie<lii-al tnsilnie.il facility 
pmvides adeqiinte support fur the human 
usn activity In include—urcominodntinns 
for clinical mm of patients; availability 
nf suitably Imiuol nn.l e*|K\rtcnred jKir- 
snnncl; availability nf proper cpiipmenl 
Kticb as handling devices,sbields, measur¬ 
ing and monitoring instruments; and 
standardized o[>crating procedures Tor 

. the protect ion nf lieallb and safely in all 
as[iecls nf Hie mnliral trealmeiil facility 
operation. 

(3) Apimiut a radiuisnl.i|io cninniillco which 
will In ih-signalisl as user on Ilia lirensi' 
of tbn niediral treatment facility. 

(-1) Insure Hint Urn individual use.ru of radio- 

isnltnies within tlm facility nml each ra- 
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11-stil will Ik* nppmrtsl anil 
‘ ■■•■nl rnllrtl l.v llii* Knili«iiswl«i|ie Ciinnnil- 
In- :is the lin'-nsnl user in mss.r.lniivr with 
miiiirrmi-iils ns s|iceifirtl in lirrnsinj: 
priMsslurt-s nml tv"iilnliniet nf llip IT.S. 
Altmtir Knergy Cnmi..i~.i..n "ill,-. 1 ". 

( ‘imIi* Ilf Kpilrml l.’nrnlnli""' 5 nml IK - 12 
-Tin- Mr.li.-nl l 5 sr ..f* i:mli<.i«.li.|M*i- 
l*rmtinnrmtiilinns nml li'-«|iiimn'-"ls hy 
IIip Alnmir Knenry C«.miiie--«i.itO. 

(s Ki-vii-ii- m>li«p.H.i|M- |.m,-:rnin nml siitmiil 
rr|M>Hsnml <lnln innnorilnn- i* v.illi pnrn- 
«m|ili -I. 

(li) Insure Hint- nnrli users Sill lilt* rrflrrlfi 
rnrrria qtintifiralicnts nf Hit* imliviilunl 
user, nml llml litis iiifimiinlimi rrmnins 
it |M-nuniiriil |Mirti>m «.r Hint lilt*. 

(7) l’erfnnns within misnn nr permits llm 
|I.S. Alnmir Km-rpy I *<ininii.«inn In jirr- 



(lll l’n---ril«- •|M*t*iitl>niiilitiniis nliiel.ni:i> Is¬ 
ms .-retry I.. im-luilr. 1 ml mil limited »•«. 
nttsliral niMilinnnl train¬ 

ing. ■trsiniinlinii nf rntlinlinn am-. Im-n- 
linn nf niilinisnlnjip isp, wnslr ilis|msnl 

SiHim-l in ran- nf palirnls. 

(1 1 I.Vtirtv rvini.ls nml trrrivr n-pmlx frnnt 
Hip rmlinl.Mji.-nl jirnln-liun ..Itiivrnrntlirr 
initiviitnnls tvsiM.nsil.lp fur lu-nlH. nml 
safe prm-lit-es. _ . 

lirt-niiiiii-ti.l .i.rivi-litp m-linns when 
imlii-nlnl. 

(0) Keep nn nllit-inl rtssinlnf its m-tinlis. 

(7) Mninlnin i-urrptil ns-nnls uf lltr Iraininjj 
uf nppnivtsl users, tl.irimiriiliiijjHie «pmli- 
lirnlimK nml liiuilnliims nf em-Ii. 

(H) Mninlnin .Inin fnr Hip n-|«nl nsptitv.1 l.v 
imrnni'npli I. 

■I. llepnrtinc requirements. TIip fnllnwinj; 


iniminn tli-nns nppmprinlp nr tiprpssnry 
fnr Hut nilininislmlinn nf llii-ir n-^uln- 
I inns nn rmlinisnln|H-lt. 

,/. /.W;.nW«/«! t'nmmithr. This nil.. 

trill i-inisisl nf Hip Chief nf MisliriilP, Hip Chief nf 
l , nllin|ngy. Hip Cliipf nf llmlintnpy, Hip Chief nf 
|III* |{nili.iisnln|ip Cliuie, ami it rmlinlinit pm- 
I.V| inn nllii-pr nr tipnlHi pli.vsi-isl. A m.m-.iliiiK 
liii-inU-r nf supply nml serri.v is nmmlnlnry. 
Dlliprs Hint- Is- iln-linlisl ill tin- ili-a-rrlinn nf llifl 
imsliral I rent input fti.-ilily •mnniinmli-r. At m<sti- 
rnl Irpnliiienl fnpililii-s tvilli limiletl qimlilir.1 l>er- 
HHinrl, Hit- rn.liniwHn,«.rm.nnil I <s- will mnfnrtn lo 
slntr.1 <sMii|M«ilinn I<t Hires! pii! llml pet-smiurl per- 
inil. Ihnh-r lliis rireinnslnm-r, nne imliviilunl nn 
Hie t-nnnnillee mny servo in a tlnnl rnpncily. 
'lliis riMiiinillpe will Imve lilt* following n-sponsi- 

(I) Uevietv nml grnt.1 ,M-n.n*si..n fnr, or tlis- 
nppmvnl nf. Hie use wiilnn tlm nmlirnl 
I rml iik-iiI rn.-ililynfl.ypnxln.-l mnlrr.nl 
frntit Ihe slnml|Kiinl nf rmlinliigiral 

• lirallli nml safely ..her fn-lont eslnl- 

lislicf! fnr n»r«1i«il iia; «f ttinlcrialK. 

(«) IVrlify imliviilunl users fur rm-li lypenf 
pn«v.Iiiiv with em it imliviilunl rmlinisn- 
l ,,|m* mill insure llml n enpy nf surli rrr- 
li lien I inn is pln.nl in Hie nppn.prinlo 
users* 2M tile. 


,i. in Unman I’*<■ .Ir/tV.V/es, tltHi 

C'uiiiiunu.lt'rs nf eni-lt mt-tliral irral- 
inmil fticililv Inrnlwl in llin llniletl Slnlrs nml lift 
Ciimmnntvenllli nf I’t.eHo ISin. having ilingnnstie 

orlln-rnimnlir nt.linis.il<.|WServi.-P will pre|mrrrti« 
rr|».rl mvering the lieriml nf pn.;lt enlemlnr 
ipinrlpr. lS«*|M*rl will 1st in nnrmlivr fnrm nml 
will In- ilis|tiil.-ltPil lliruugti mninnnit.I .-lintuit-ls In 
.'llin Hursts.it lu-nernl, HopniiiiirnL «f Hitt Army. 
*AVPN: Muni’S 111, Washington, I2t«l», 
lit-lint I hill wnrliiustlny fnlliiwingllirelns-eof'H ip 
rp,x.rl ix-riml nml will tsn.lnin nl least llte f»«»»- 
ins infnnunliiin: 

(1) Ctijiy nf Hip ninuil.-snf eni-lt rn.ll"»snlii|»- 
mmiuiHptt mts-lius, inrlmling n rr. nr.1 nf 
nil scLintts Infcen hy Hut tsmnnilfrv. 
S|trcinl rant slmulil 1«- Inlnst lit im-lml.t 
fnnunlitusl nrliims llml— 

(.») Certify rnrli imlivi.lnni fnr enrli m-w 
ttStt nf nt.li.nenln|K‘. 

f/.| Apixmiln rmlinlinit pn.lprlinn .rfliw-r. 

(2) Copy nf llte Irnmiiijj nml es|ieriptirp r** - 
nnl nf rai l, imlivi.lnni tvlm isnn nppn.vtsl 
HM-r t.r rniliiiixnlupvs (AKC Knrm Silts. 
pn" 1 ' : '*i '"* np|Hiinlisl n rmlinlinit pnJts-. 
linn nlliivr. After iltilinl nss.t.! is Milt- 
millPtl.siilMspipiii n-|Mirt wilt Sni-lmtpniiy 
rltnnsn* in t|tinlili.-nliniis..r in rerttliralinii 
tiurius the n-l»>rt i-rriml. 
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t.iinr <lnsr rrerlvml liy ciirli iiiitiviilunl 
prior to mill following Hip cxpprimrnl. 
Kp|hii1 will 1* Fiilnnilliil Ihrmtf'li mm- 
mniiil rlimini'ls l» Tltc .Surgeon (irnrrnl, 
A'lTN: M KlIPS- PC >, l>p|mrlniMil of Clin 
Army, WnsliingCon, D.O., 20.1 l!i, williin 
■IS mlm'lnr days nflcr enniplrlion of flu* 
pnijcrl. 

5. License applications. Applications fur by* 
pn«lii.-l nralrrml Itrrmw for hitman two will In 


(Suiilmiro In tin* applicant in nnii|ilfliii» limnse 
n|i|iliratinn is |iniviiliil in serf inn 11. 

6. Procurement nf Atomic Kuorgy Commis¬ 
sion regulations ami forms. Supplies of Hip 
Aloniir. Knergy (’imimissitin rrgulal inns nml blmik 
forms {lertniniltg In llm uso mill lirpnsiitg of by- 
linsliiris, s|xvinl nuclear or smirrp material limy 
Ik* nlilnimsl ii|hiii mpicst from flic U-S. Alomit* 
ICnergy Commission, Division of Licensing ami 
Regulation, Washington, D.t". t !9l5 Hi. 
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Section II. INSTRUCTIONS SOU COM PUTTING MCKNSK APPLICATIONS 

tllnii IiiiiiiInm-s keyed In fnnnnl tilnck 


7. I'nrm A ICC.11.1 (Application for Byproduct 
Mnfrrinl License). 

«. /trill-1(a) Xtimr mid Hirerl .-1 ihlrnui /;/. I /i- 
jilirmil. Killer n.ium nod address nf facility. 

A. /trill /(h) - Slrr.rl Aihlim(n ).// Which liy. 
Jinu/url 3/ulrrialn Will Hr. I'xnl. Self-osplann- 
lory. 

r. //.! Ur/wlmriil T» f*v //.//.««/.«/ .»/,/. 
/••»■/«»/. List all departments win-re isoto|ms nmy 
lie used. 

./. //.•»..; Frrrinm l.imu-r Xnn.hri (*). Self- 
explanatory. 

r. //no !, Iiulirhlttnl lltrr(.t). Killer state- 
infill, “Users will lie approved liv die Radinisn- 
I'll". Iuni tire.'* 

/. Urm.I- -//.iilhi/hm Pmlrrlinn O/Jirrr. Killer 
statement, “'lids nlliiTr will lie nppninleil liy llm 
l(niliiii:>itii|io Committee.*' Ttiisoffii-or will lie (lie 
U-l .pinlili.’il iinliviitunl nvnilnlile and Ids duties 
an- In la-sjariliinlly assigned. Sulisnpienl changes 
ill iH-iviimel iiiusf Im rejKirled to 'llii: Stirpmm 
. lleneml in anurdnnee willi provisions nf psra- 
graph I, giving ipiatiliealiniis nf llie replacement. 
it. /Inn «(«) /lu/'iinlurt .1/,,Irrint. Ruler 

slali-nieiil “See inelosnre_.*’ List nf ai-repl- 

aide mdinisnlinM-s for liiiinnn use, sec laldo J. 

A. / lcinlS(h)• t.'hriniritland/orFhynienl/•'urm 
mill Mnximmn iXumher nf Millintirlrn of /inch. 

I'/irmlriil „inlfur /’hi/rirnl Form Hull You mill 
/•«**«* at A Hi/ Onn Time. Ruler any ilem wliirli 
lias lun-ii i-lalilivtnsl liy admpiale medioal researrh 
and ism l». supplied liy ail approved meilirnl drug 
eiir|Kiriiliiiti. Radi isolopo should lie inrliidnl in 
mill tinl. exceed llml quantity lisled in Initio I un¬ 
less previously licensed or justified Ihmitgli ror- 
rrs|«.mlenni willi 11m Karenin Criieml. ATTN: 
MKIM’S IN). 

i. /I. Ill 7- Drxrriho Piir/ui.r for Which /li/pnul- 
lint .Viih rlu/it trill hr. l/»nt. Ruler statement “See 
.supplement A (Komi ARCS 1.1a).” 

/. /Inn ,1 "Tif/w 'if Tniinintf and /Inn !> —/sVr- 
/h rimer With, tim/iii/iim. Initially llie I mining 
of llie Iiieintn-isiif llm ItadinisnlnpeCmimiilfcc will 
l»- siditnilleil. .Suhsnpicnl rlmngrs in |awsmiiiel 
«f i«niii|ie i-nniiidllee will nnl mpiirct an amend- 
nielli III lieenve Iml must In- reimrleil to 'llm Sur- 


iiiiniliers of ARC Korins .11-1 and 31.1a) 
neon litMieral giving ipnililirnliuns nf llie leplare. 
nienl. See paragmph 4. 

A\ /Irm III- /tnilliilion Pclccliun /iiilrnni, nix. 
I.isl. avnilnlile iiislrnnientnlinn. Snpldslirnleil in- 
slnmienls nf a meiliral diagnostic lyjm must Im 
availalde. Survey instruments of a Imv-level 
ea|ialiilily innsl also 1m present for ruinhirliiig 
surveys nf llie elinin for cnnlnniioalinii. Tliese 
survey instruments innsl Im enlilimleil at lpasl 
every 0 inmitlis and aflrr rarli mninlniinui'n pin- 
intlnm or Imllery t-hniigc. The cnliliralion sliinild 
iiielmle a cllfek of at least. U |siitils on eneli seale. 
Iw of vhrefc sutures im-luded willi inslnnneiif: 
dims not conslitnle a valiliralinn. High ration in- 
sl niiiH'iils nnisl lie availalde for high lave) gamma 
i-niillers stirli as Cold IIIB and Iodine 131 (IM 
N«, mil arreplalde). 

/. /lent 11—Mrl/iml, Frri/nniri/, mol .V/.m./.n'iAa 
V*rd in CttlihntUng /lulinnirnl* i.htt.it .1 Imrr, 
/Inn 12—.Film Itiulgn. pusimrlrn, unit Hin .lut.ii/ 
Ptnrrt/urr* //*.-./, and Urm 1:1--F.iciFtic* mill 
F'/ni/nnrnl. Sol f-esplanatorv. 

hi. Urm I/iililinlinn Frulnlhm r.n, I. 

A detailed standard ojmmling procedure will Im 
siihmilled ileseriliiiigmplhndsor ennlnd, fnin-l ions, 
and mr-inliorsliip nf llie lladiidsoln|ie I'niniiiilfee, 
o|ierali(in nf rndinisoloiie prneurrmenl, iiseaml dis- 
jaisal, prole,! ion program ami ronlrul. Indi¬ 
vidual names will mil lie used in llie development 
nf lids SOI* Iml responsibilities in I e<l la* assigned 
liy military nr eivilian (Hisilinn. ('iinsidemlile 
lime and inrrrs|mnilrnn* have lieen imi-asioncd in 
I Im j«st reviews of lirense npplimliims due In lark 
of |ini|{ram eismlinnlinn nr ilta-mm'itlaliim in llm 

following a teas: 

(I) tl’i/ir Intinif. 'lids is rr.piiiv.1 .hi all 
Haded sutures every t5 niunllis. A |»-rsnu 
must la: drsi/timled liy jHisition nlm wilt 
N’ rrs|Mmsililn fur lim |K<rfiirmann> nf 
llie wijm lesl. lie innsl liavr adnpiale 
training and fcnmvledoe In Itiiuiv limv In 
|H-rfuriii stteli a lesl safely. I , r.«isliin— 
for |mrforming llie lesl innsl Im niieii and' 
an inslmmenl with llie eapaliilily of dm 
ledinjf IMWft iiiirrornrirsof activity must 
im nvailnldo fnmiiiiilioj-. Strontium !•'» 
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Alt 1IV-S7 - 

Imln applicators ntc considered as scaled 

(g) /.<»/.« inul rrntnh. 

|.>) A lit" Form :i (Xuliw to Kmplnyecs— 
Standard* for Protect inn Against lladi- 
aiinu) iiinsl In- |hxIii| in a conspicuous 
location. 

(/#) AK<* Form -I (Oft-tipnlinnnl Kvleru.it 
limitation Kx|msum History) nml 
Form n (('iirri'iil Orriipatiiiunl K.x- 
Icmnl Hailinlion Kx|Hi-oire) innsl lm • 
inniiilniurd. This record should also 
lm entered tin III* Form 1111 (Itcciinl 
of Kx|m“iirr to Ionizing limlialion) in 
arnirdnnre with All ID- IS!: 

(e) Tim liix-nse and the facility SOI’ must 
In* |iostml or readily nvnilnlile. 

(//) Itivonlorv must lm maintainril of rarlt 
radioisoto|H< received, u-s-d, lost 
through decay. or ilisimspd of. Peri¬ 
odic inventory lialanro will Ik> deler- 
mionl al frnpipnt inlrrrnls, depending 
ii|miii lltt> magnitude of Ihp half-life of 
Ihe isolo|ie in use, snrli as monthly for 
Iodine 131. I>.\ Formst 212 (Narcotic 
and Conliolhal Drug Iie*aird) may lm 
adapted for this pur|msr. 

(«•) \Vi|m tests records will lie kepi on a 
roiisreul ive entry log and I he reinornhln 
nrlivily must, lm recorded in micro- 

(/) Instrument loos must lm maiulniurd in- 
dualling calihmliou and nininlenaine. 

{«/) Ill's'll 11 s of surveys must lm maintained. 

(S) Khjns. Inhrlit, nml barrier*. Isotopes must, 
lm hdmlcd with the mdintion slicker of 
yellow and magenta, and Ihe isntn|i« and 
• activity as of a certain dale per re or unit, 
must lm rrrortled mi lint lalml. Tim slur- 
age men sltntiM lm nent ami st’j'rej'nlixl by 

ty|m. (Imtinta emitting isotopes must lm 
so stored that. Ihe radiation level at the 
edgn of Ihe storage area does link exceed 
2 mr/hr. A Inrge sign "(’ant ion —I’nilin- 
aelivo Material” must lm posted at Ihe 
storage area (Title lit, Code of Federal 
l’egnlations (part 20). and A It Sufi dill). 

(-1) Marking mnlrntlnl arra- ■ irbrn ttammo 
emitter* are writ for threap;/. Any ac¬ 
tivity in exeessof 2tnr/!ir in a potent ially 
occupied am is ninsidereil to Ur a eon- 


6 


tmill'.| ari-a and will lm marked witn ap¬ 
propriate signs or syinlmls | (:5) alsive). 
The lailialion at the skill surface of the 
pnlicul will lm measured ami recorded so 
that iiuising and other appropriate per- 
Sonnel can Ik- pm|irr!y advised n-gardiog 

ali»*o with itu* patient. Niirsesaud others 
earing for this ly|n- of |Kilieul should lm 
infononl of Ihe hazards of radiation ami 
nmuiloml hv film hadr-rs nr dosimeters. 
Visitors should lm warned of the radio¬ 
active material- and shtmld lm reslrieli-d 
to an area lielmrSiiir.’lir. I j-nd shielding 
may lm nsprired. If the tlose rales ill 
naiiiis ad jan-nl to Ihe paliriil nn-npial to. 
nr alone:! nr hr. tin's*- rooms shoiihl mil 
lm oceiipii-d hv jialients. 

n. Urn i M IIW.- f>i\pmat. Wastes may I** 
dis|x>sod of !iy Imlrling ami permitting mmplele 
decay, then ilis|ms:tl of the no hinger aeli»- run 
lerinl. Iiiipiiil wastes may lm dis|xiscil of Ihroiiglt 
thn sanitary sewer proviiliug the re«piireiueuts of 
IheC-nleof Federal tlegulalinus. title It*, pari i!0. 
arn met. Snlitl radioaclivt! wastes cainn it lm lurried 
or Inimeil wilhnul s|ieeial |mnnission. I rispo->al 

should lm in ... with All T5f> nsn. Title 

It*. pnrL 2tl, (’tale of Federal Krgnlaliuns stales 
that AKC approval must lm granted before din- 

seenrn approval, Ihe applieaul must provide the 
following informnlinu: 

(1) 'Hie type, ipinulily, and chemical form 
of hyprodiirl matevial to lm incinerated. 

(2) The methinl nf luensnrrmenl of, or rati- 
malion of. the enni-mlration of rndione- 
lira material in the eMueiil al Ihe |tuin! 
it. hit vest In-slack. 

(II) Melltisls nf ennlrol In instin- dial par- 
lieitl.-tles anti rtmvMilniliniis of nttliiwt:- 
livc materials aro mil. released which 

ill excess nf Ihe levels set fnrlli in ,\K<T: 
‘•Standards for I’mleelioii Again*! tfa 
dial inn.” I’art 20. 

(•I) The height of the inrinrralnr stack, ex 
jioclrd dilution factors (if necessary) and 
thn height of and distance In hnihlings in 
the sumiumliug area. 

(f») Tim pnsediircs which will lm followed to 
pn-veiii c 


Washington National Record Center 
Omce of the Army Surgeon General 


lecord Group 112 
accession#: ******* 

I ox#: SI 


ef" f£c>3-crl ^CAjeJkx^<^Jleyr\rrnXtOs Sites' 


140 3 


430 



Alt IO-:i7 


■ ill" nil IiliTt-1-- or I III- »|H*raliini. |nti-l 

hii-lv lln-in’.lnn-linns given lolli’’ |H-r*ams 
|,mi„M in:: llif iniulnislililrs ami I lie nxlti-s. 

(1:1 Till- iiicIIiimI for ilis|msing of i-nntnmi- 
mint null. All example »f mi approved 
m l inn is ns follows: 

E >.iii»/-/«-.- Tim anlirip:ili'il ni-liuly In !«• 
nsnl nl iniv out* limp for im-lnlmlism 
slmlips will mil t-xcpi-d :»l iiiirroi-iirii-: of 
t'arlmn II. Waste inlii-rrtil in wn-li ex- 
|M*riiiH*nl:il promlnri-s will im'lmti’ forllm 
most pari alisorls'iil |>a|H,r iro-il In mu- 
Inin arriili’iilal spills anil llial |ia|ipr 
used for wiping pijicllp li|is. pIp. At 
limps lalsiralnry anininl mnnsMs will l«- 
ini'luili’il in this ly|K> of rmlina*-livp wnf-lr 
parliriilarly ilr-nrnlilr In iin’iiipralp. 

I’onilHisliini will lafcp plain* in a rlossj 
lirirk-l V|H* fiirnam* III t In-srwngr plant us¬ 
ing I mill niplliniip from sewage gas ami 
iinlural gas. Tim lpin|>praliirp rangps 
from ISIW* In I l»M»"* K. mul will rpmniii 
nitislaiiL for a |s-riiKl of nearly 21 lmnrs 
In insure pompli’lP rninlmslion. Tlin 
miliini'livp wash* will la* mixed svitli IkiIIi 
11IV ami wpI iionmilioarlivp wasli* in snf- 
lipipnl volniop so llial. rtmeenll-nliuns of 
plltiipiils will nol pxi-wl tin* miiounl ns 
s|>n-iliril in llio National Itnn-nu of 
Slnmlnnls llnnillioolt 83 or pnrt 2", np- 
|ipuilix Jl, lalilp 11, Code of I-"rdrrnl ltrg- 
nlnlions. Ifowpvpr, IIip anlici|ialcil na¬ 
tivity In lie im-ilicrnled slmulil lint oxrred 
a IoIhI nf fl In II) mirropiirirs |irr week px- 
pppl for an mvnsioiml small animal rar- 
mss. l>p|K>mling on llm activity nf the 
wnslr. inrilipralion will nmir oiipp 
weekly. 

n. linn to—prrtifinilr. The lirrnsn is always 
for llio facility. llipn*fon* nil mpins will 1* signed 
oil her l»y Ho* •niiminndniil or rxi-enlivo officer. 


8. Korin ABC SISi (Application fur llyproil- 
url Material hicensc—Supplcmcnl A—Human 
Use), a. Item /(«)-• r.hinil Vhyvrntu* Xumr 
ami /few fl/.l .Viojo* .mil .\ihhfxx nf . I,-m/. 
Knlcrllm fm-ililv. iiamp.ainl address. 

A. linn /.A nw nf Ilf I’niint / , /iy»."i -'.oi nli-l 
Ill-Ill .; .1 S/ut.-nflll nf Ilf ruin;/ Tlli/xirinn'x 

Hliiii.nl limliniixilnff AV/vi-iVnc-. Killer slntr- 
iiirol. “Nol applii'aMi*." 

i*. Ih-inx {Is). |A>. (•■). uml («/) Tm/un.<1 
lihnjitt.xinir Tiinlnfiil. TliisslinuM la’iniiiplrled 
"forall ncrpplnl i, nl n|»osrunt rises. 

i|. I trill H t’lnfiaril Ihixiiii? Srh.Julr. I’m- 

U» iliagmwil or Insilia| is lislcil in lalih- I. Any 
dosage wliirli i-xn-fils aiivplwl dosage levels must. 
Is* fully i-xplaiiipil. laical nnlmisnlo|B’ininmillcc 
will not approve ilosagi- Ipvi-Is in excess of puli- 
lishul li-vi-ls wiltioiil prior approval of 'llm Stir- 
gi-ou (li-m-ral. 

r. Ilf ml! If llii/imilm I Mnli rhil Will .Vo/ //•• 
Olitiillfil in I’li- I’nHl.nili-il Turin . . .. /Irnvilf 
ltlfnlifii-.il/lnii , /’aavniny, nml Xlnmln.ilKnflnn 
I'rnfriliirrx. Self explanatory. 

f. ItflilT Tin- 1‘l-n/m.fil l.'n-nf ll;//-ni-lin-t Jin- 
ti-l hll till* //.VII or 117// AV. /1/1/irorri/ hi/ Ilf .!/«•»/- 
li-nl Ixntnjn- I'niniiiitlfi-. Knlrr Slali-uii-nl, •‘Vis."’ 

if. Item .S’ //»«/•//«/ TnrilUirn fur linliriitinil 
Tnmlirr I’xr Hiiljf. Knlrr statement, “Not 
Applicable.” 

h. .1 AV* Turin .it.in, fmi/i -... This foini will Im 
completed ami siihmillcit on all imliviiluals ami 
deinniirJmlr approval Iiy llir. Kailioisolo|.p (’mu- 
minis-. Ill-submission of |tagito aihliTSsril IoTIip 
S iirgt-on th-iirral (|«tr. -I), is mpiin-il wlu-n llm 
imliviiliial is certified in a iipw use of, or a new 
railioiso(o|M*. Tim n-Killmiission iIops mil iispiire 
an Atniuii- Km-rgy f’oiiiinissinn miiPinlnirtil In Urn 
lirrnsp. ‘ 
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Alt 10—W 


AI’l’ENDIX 

RAIMOISOTOI’B COMMITTBB 


•n,>. I*».lii>>x>l»|xi Commil Irons i.M-rof fncilil.V 

.Ji si.. 

radioisotope**- iisages H«*. Hint 1 


\IUUinuiui-n .. 


siiloritig nssifjnwl mission, ’ U Bxnm|>li«<*f nonlimnswl mnlnml 

Ivins of ronsiiltniilK nvaiinWr to " ,n fn '"V y ‘ , m.li,,isotopes such ns Sodium 22. \ 

-i-.-r■* 5istiEr,Sr 


.Ii..isol..no t%Hiiinill«> lo procure isotopes tnr, or 
remove Ulo|.cs from, licensed program O-lHm.lri.t 
iuhii. srailnlrilily of trained personnel Io the fn- 
rililv ivillin.il amending liconsn ns individual . 

,,r nimmlliml* nrrivn or ilepnrt. 


Itmlioisolois-s ikAush hi > J . 

hut inlomtwl fora., mml nsarrh will 
ns snrli on llio sumo lire.iso nn.l .-mlroUcd \>y 
snnm 1’ndioislopo fnnimilli*. Unili«isolM|i«i or 
anin.nl mwirrl. will rrrp.irr srparale 
linn of (tin proposed c.|mrolin.ml programim Iml 

iw .... «»» r^rS£HlZZ. 


«* ■* 

ti.mal'radionJn "* 6* !«•".»" •«* op * whU '^ A »-W s..nm^ cnlil.rntion »>»<*,*,,mM- 
in MW* of ll.e limits (laid* 1) will rc.|...ras,Hxi.sl flw * sourres, clc. U.ntnronn ...lojrrnl part 

ilnmnminlnlinii ns •« need, meOwd of use, eon nd, < ( cl fnrility programs w. 11« »• 

dr for lliosn conditions |K«rnlinr lo enrh mwlicsl ^ lj M „so applirntmii 1ml« «» 

trentmcnl facility. , , . , bo designated ns a compoin-nl jmrt of Umironlp.' 

Tab), t. Aren*.N« 


(Aa of Kdiraarr I** 1 ! 
Katnadk &>uJin 



(Drain tumor toaHliaunni... 

(Online output). 

.. 
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|5v I intrr ..f Hip Srrirlitry nf Hip Army: 

KAHI.K <i. WHKHIjBU, 
(ieMrat. United State* Army, 
Chief of Wolf. 

(lllii'ial: 

.1. f. I.AMI1KHT, 

Major (leiuiml, Vnitttl State* Arm y, 

T/ip .1 .//»/.»»< ffmentt. 

" M '“rar”:*r~,: T« .* I. *>m 1>A 'nm 12 0 r^l— *» I>A n W ...I«-Wrilt«l 

.VMS N»w- 

Nunr. 
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OFFICE MEMORANDUM 

•0 t Distribution September 3, 1963 

FROM s 7. L. Shipman, K.S., Health Division Deader 

SUBJECT: ADMINISTRATION OF TRACER DOSES TO HUMANS FOR E5ffERIMENTAL 
PURPOSES 

SYMBOL : H 


In a memo da tad July 12, 1956, I established the ground 
rules which would, of necessity, be followed in all 
experimental procedures involving the administration of 
tracer doses of radioactive isotopes to human volunteers. 

I would here like to restate these rules* 

1. Each experiment which requires the administration 
of tracer doses to human volunteers must have the written 
approval of the Health Division Leader or his Alternate. 

2. The request for such approval must contain a state¬ 
ment as to the maximum dose to be administered, together 
with a statement as to the maximum permissible dose for such 
material. 

3 * *11 eubjects will be bona fide volunteers who are 

fully informed as to the procedure to be carried out. 

4. The administration of any such doses shall be 
carried out only under the immediate and direet supervision 
of a physician licenced to practice medicine in the State 
of New Mexico. 


^he only thing which has changed since this 'SOP was prepared 
is the fact that for the first time since 1947 Group H-4 will 
not have a licensed physician on its staff. For this reason 
it will be necessary if any such work is to be done to 
request the collaboration of the physicians on the staff in 
Group H-2. It is particularly important that section 4 above 
Allowed to the letter in the event of any subcutaneous or 
intravenous administration of all materials. 


Generally speaking, Wright Langham has blanket authority to 
approve or disapprove such procedures, although all proposals 
in any way out of the ordinary have been discussed with me. 
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Section 2 above, however, must be carried out with each 
proposal for experiments involving humans with the required 
statement kept on file in the H-4 Group Office. 


T. L. SHIPMAK , M.D. 
Health Division Leader 


TLS/de 

Distributions Wright.H. Langhaa. H-4 

Group H-4 Section Leaders 
Harry O. Whipple. M.D.. H-2 
Paul L. Flynn, M.D., H-2 
Duane Drake, M.D., H-2 


00131781.002 


I 0 5 5 n 0 


436 



t 



■ DEPARTMENT OF THE NAVY BUHED 6710.1:9 ' 

Bureau of Medicine and Surgery BUMED:3112:apl 

•Washington, D.C. 20390 5 February 196 k 


* 


\ 


.':4 


\ 

\ 


\ 

<5 



'O 


BDMED INSTRUCTION 6710. k9 

From: Chief, Bureau of Medieine and Surgery 
To: Naval Hospitals 

Subj: Investigational drugs; guidelines for handling 
Ref: <a) MANMED arts. 1-11 and 1-12 

1. Purpose . To provide guidelines for the safe handling of in¬ 
vestigational drugs, and to minimize the chance for misadventure 
in their use. 

2. Definition . Investigational drugs are those new drugs, in¬ 
cluding vaccines and biologicals, not released for general use and 
not cleared for sale in interstate commerce by the Federal Food 
and Drug Administration. 

3* Statement of Principles . Following is a restate of a Stat emen t 
of Principles Involved in the Handling of Investigational Drugs. 

The Statement was approved by the American Hospital Association, 
the American Society of Hospital Pharmacists, and the American 
Nurses Association. 

a. Since hospitals are the primary centers for clinical inves¬ 
tigation of new drugs, the hospitals and the medical staffs have 
an obligation to their patients to see that proper usage procedures 
are established. . 

b. Investigational drugs should be used only under the direct 

supervision of the principle staff investigator, who should assume 
the burden of securing the necessary consent and assuring that such 
investigations are performed in strict compliance with Part 130.3 of- 
the New Drug Regulation under the Federal Food Drug and Cosmetic Act. 
Consent of the patient will be required also to release the or w 

other privileged information to any other agency or to any sponsor 

and use of case numbers or other eoding is preferable. Chapter 23,_/ 

MMD is applicable. (In all cases, BDMED approval for the use of 
investigational drugs must be obtained as provided by reference (a). 

In urgent cases, BUMED authorization may be obtained by telephone 
or wire, ATTN: Director, Professional Division,*Area Code 202, 

Oxford 6-1280, during normal working hours or BUMED Duty Officer, 

Area Code 202, Oxford 6-2063, outside normal working hours. 
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c. The hospital should do all in its power to foster reseat. . 
consistent with adequate safeguard for the patient. 

d. Nurses who administer investigational drugs should be pro¬ 
vided with such basic information as dosage forms, strengths availa 
actions and uses, side effects, and symptoms of toxicity. 

e. The' hospital should establish a central location to main¬ 
tain and make available essential information on the drugs. 

f. The pharmacy Service should store the drugs and provide 
for .their proper labeling and dispensing in accord with the 
investigator*s written orders. 

4. Guideline Procedures. The following procedures should be 
adopted for the control and use of investigational drugs, with 
any modifications necessary to meet the individual needs of the 
hospital: 

a. Requests for use of the drugs shall be approved by a pharma 
and therapeutics committee or a clinical research committee prior 
to submission to BUMED for final approval. 

b. The drugs shall be shipped directly from the manufactu 
in the name of the investigator, to the pharmacy , to assure *a. 
keeping under proper storage and for record procedures. 

c. Upon receipt, the pharmacy staff, with the assistance of~ 

the investigator, shall prepare a NAVHED 1448, Investigational 
Drug Data Record. ■: 

d. The pharmacy shall attach to each container a distinctive 
label (color or shape) containing the statement "Investigational 
Drug - Not for General. Use” and the- name of the drug (or if a code 
number is used, then the pharmacological classification; for examp'. 
"Analgesic Drug" or "Antihistaminic Drug 11 )* 

e. The pharmacy shall allocate a separate locked area for the 
exclusive storage "of the drugs. 

f. The principal investigator, or any authorized doctor desig 
nated by him, shall request the drug' from the pharmacy by means of 
a prescription form. 

g. The prescriptions shall-be kept in a separate file, number 
consecutively, and the.number prefixed by "ID". 
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h. A separate NAVMED ‘1449, Investigational Drug Inventory and 
Prescription Record, shall be maintained in the pharmacy for each 
drug. This provides a perpetual pharmacy inventory and serves as 
•a ready reference of all patients receiving the drug. 

i. When the drug is delivered to the ward, a completed copy 
of the NAVMED 1448, Investigational .Drug Data Record, and a NAVMED, 
1398, Narcotic and Controlled Drug Data Record, shall be delivered 
to the vard nurse and a receipt shall be obt ain ed. This will assure 
strict accountability and a perpetual inventory for all drugs on 
the wards. Nursing personnel shall be responsible for returning 
unused drugs and the completed NAVMED 1398 to the pharmacy*and for 
initiating requests for additional supplies of the drug from the 
pharmacy. 

j. The pharmacy shall dispose of (by return to the manufacturer 
or by destruction, as most feasible) all drugs no longer in use 

or for which future use is not anticipated. 

jf "double blind" studies are utilized, the place for the 
code shall be in the pharmacy. 

5. Availability of Forms . An initial supply of NAVMED forms 1448 
rv A 1449 will be provided under separate cover. Additional copies, 
when required, may be obtained from BUMED (Code 3113). 

7 . 



Copy to: 

CINC1ANTFLT 

CINCPACFLT 

DMOS&RCMQS 

EPSO 

NATNAVMEDCEN 

NAVAVNMEDCEN 

NAVMEDADMINU 

NDS&RCS 

SEAFRONS 

NAVMEDRSCHINST 
•NAVHEDRS CHU 1,2,3,4 
NAVMEDFLDRSCHLAB CAMLEJ 


Additional copies of this Directive 
may be obtained from: 

Supply Dept., NAVSTA (WASH. NAVYD ANNEX, 

Code 514.25) 

Washington, D. C. 20390 
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Prax Chief. &ztum of ksdielne «i :viu 7 

To: O fficer ia Ctap, hwl Mlctl teMcek Ltbo»ME7, ». *. kvd 

Subasrlas lm, Sot Tiiw > Baa 100, Croton, Ceoasctisut, 00342 
Officer la Cbrp, «. ». Krai ksdlcal ■e u r o p eyeh iatria bucrek 
B ait , la Biia. csliJamla* 92132 

Sirsetar, li r si f e Cm Xq irf^ M u t Likmiorr, Steal Air Eatl&sszlax 
Csotar, «. 9. Imsl km, MlsdslphU, tesjylTaii, 19112 
Bireetor, toriatiaa Hedies ! Acceleration laboratory, Jobnarilla, 
Ksaejivnia, UI74 

SeicadfU Bixsctac, 6. t. tail UdiolegUal Must Laboratory, 

Sea rtmelsc*, Csiifanle, 94135 

O ffi c er la Owp, 0. 9. Bevel Uelotlcal Labor at cry, Sml Supply 
Cottar, Oaklnd, Califnaia, 94614 

Sebjz 1SKO nmecnai 4710.49, "Xanstissticosl drees; nidtllBu far 
hasdllatf* 

bel: (1) 3sbj SOSO ZXK. 

1» Itotnm of this letter an adrlssd that the subject Instruct ion, 
torcW as eaclseur* Cl} bento, is to be placed la effect la fibs tbovt - 
l a bcr arorioe, 

2. Addressees v*r» g ritte d frea ^-strlb uri oc of tbs subject 2sstructi.au, 
tet sill be included la say fonts revisions. 


Blind Copy to: 

Code 456, BUMED 

7 — ^ j/ •„ j 

Code 45c action: ^ 

Placed ir. case file with 
Cor** sent to Code 3113 f 


V. 78L0XX 

Assistant Chief far research end 
Itilitsry H ed lcel Specialties 


6710.49 so that it will be flag ged for next revisio 
>r information. __ jl 
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JLsil T SxaULATION 
No. 40-7 


'AR 40-7 


HEADQUARTERS 
DEPARTMENT OF THE ARMY 
Washington, DC., IS November 1964- 

MEDICAL SERYICE 

CLINICAL USE OF INVESTIGATIONAL DRUGS 


hncnpb 


Ptirpoae *nd scope..______________ 1 

Definition- 2 

Procedure to be followed.—__i_______ 3 

Composition of Board (AIDRB)_....._....___.... 4 

Record-keeping requirements_...___......_.... 5 

Reporting requirements--.___ 6 

Special conditions applicable to clinical investigations of new drugs_ 7 

Information to be'furnished FDA.._.........__ : _______ 8 

Medical emergencies_ 9 

Custody and dispensing of investigational drugs_ 10 

Army contracts..._ 11 

Army grants...........___ 12 


1. Purpose and ' scope. This regulation pre¬ 
scribes the policies and procedures applicable to 
all clinical use of investigational drugs under the 
auspices of the Department of the Army. 

2. Definitions. For the purpose of this regula¬ 
tion,-die following definitions apply: 

a. Drug. Any substance intended for use in the 
'diagnosis, cure, mitigation, treatment, or preven¬ 
tion of disease in man; and any substance (other 
than food) intended to affect the structure or any 
function of the human body. 

b. Investigational drug. A new drug, not yet 
approved by the Commissioner of Food and Drugs, 

Department of Health, Education, and Welfare 
(hereinafler.referred to as FDA) for general use by 
the public as a safe and efficacious drug, and that is 
proposed for clinical study under Department of 

ln s tati gaisr’s SlaUment 
X. Ba ck ground da ta. 

A. Nama of investigator. 

B. Date of requect. 

C. Name or other dear identiEcation ot drug. 

P. Name of manufactur er or other source of drug. 

X. Qualification* of investigator ia detail or by reference to Be talk already 
i on file in Army records. 

T. Nama and addresa of facility or facilities where investigations will be 
conducted. 

G- AS knows relevant information about paat use or pertinent reference 
thereto available to both the investigator and the drug supplier, in¬ 
cluding all preclinical data, and all other information justifying the 
■ ftnira l investigation (Le., the safety and rationale of the proposed 
_ atady). 

• •This regnlallom npenedes paragraph 796, AS M-2,4 November ISM. 


the Army auspices after adequate preclinical 
information has been obtained. 

e. Clinical use. The administration of a drug 
to man. 

3- Procedure to. be followed, a. Approval. 
The clinical use of an investigational drug may be 
authorized only upon written approval of Thi» 
Surgeon General (see also par. 76). Each investi¬ 
gator who requests authority to conduct or is 
officially requested to conduct either the clinical 
pharmacology or clinical trials of an investigational 
drug-will submit a signed completed application 
and three copies, indorsed by the hospital or other. 
medical facility commander, to The Surgeon Gen¬ 
eral, ATTN: Chairman, Army InvestigaLiuual 
Drug Review Board (AIDRB), Department of the 
Army, Washington, D.C., 203IS, using the follow¬ 
ing format: 


TAGO rtTA—X.T. 780-40*—44 • 


/V & Jv-J fs- 
’ tr. £ ■ 


452 















aK 40-7 


ZI. PUc sad Conduct of Proposed ClinieaJ Investi**iion. 

A. Sperifie purpose sad military need for or urpaey of proposed clinical 

investigation. 

B. Approsaste number of subjects, their age, sen, condition, sad other 
pertinent information relevant to the conditions of the investigation. 

C. Number of subjects to be employed as control* (if any) aad some in¬ 
formation as in B above for such controls. 

D. An outline of the phases of the investigation already planned either in 
detail or by reference to details already on file in Army records. This 
outline may include reasonable alternates aad variations, and will be 
supplemented or amended when any significant change in direction or 
scope of the investigation is undertaken. 

£. Description or copies of forma uaed.to record d a t a. 


b. Renew and evaluation. The AIDRB will 
review and evaluate all proposals received, enter 
into nr.v indicated correspondence with the inves¬ 
tigator.* and, to the extent that the proposal i3 
rejected in whole or in part, will transmit same to 
the investigator. To the extent that the. AIDRB 
approves a proposal, it will transmit ite recom¬ 
mendation to The Surgeon General, who will then 
confirm or disaffirm in whole or in part the Board’s 
approval of the proposal in question. 

c. Bases for disapproving proposals jar investi¬ 
gational drug — studies. Either the AIDRB or 
The Surgeon General may withhold approval to 
study an investigational drug clinically if it is 
determined— 

(1) That there is substantial evidence to show 
the drug to be too dangerous for use for 
the purposes and in the manner for 
which it is proposed for investigational use. 

(2) That the manufacturing methods are 

uppr-nprintestand- 
ards of quality needed to assure safety 
and give significance to the clinical 
investigation of the drug. - 

(3) That the overall plan for clinical investi- 
. gation does not appear reasonable or 

otherwise worthy of support. 

4 . Composition of Board (ATDEB). The board 
•will be composed of the Special Assistant to The 
nSmgeoa General for Research and Development 
or his personally selected designee as Chai rm a n, 
and at least four other professionally q ualifie d 
individuals designated by The Surgeon Gen er al , 
all-of whom will serve at Tie Surgeon General’s 
pleasure, and one of whom will be designated aa 
the Recorder. 

5. Beard-keeping requirement*, a. By in- 

vextigator. Each investigator subject to thk regu¬ 
lation will maintain a record of dinirafl investiga- 

2 


tion separate from the patient’s clinical record. 
This record of clinical investigation will include, 
minimally, a list of patients receiving the investi¬ 
gational drug; the name, lot number, date and 
quantity of investigational drug prescribed; case 
■histories; the details of clinical observations, tests, 
and laboratory procedures carried out on each 
subject before, during, and after administration of 
the drug in question. 

b. By custodian.- A’complete record of each 
investigational drug will be main t a i ne d by an 
official designated by the commanding officer of 
the medical unit or installation, nor ma ll y the 
pharmacy officer, if the investigational drug is 
being used in an Army facility, and by the in¬ 
vestigator himself, or a responsible individual 
designated liy him for the purpose, when the drug 
is being used under a Depart men t of the .Army 
contract or grant. This record will include the 
following information: • - * 

(1) Name of drug.' ‘ 

(2) Manufacturer, or other source of drug. 

(3) Amount and date received. 

(4) Expiration date, if any. 

(5) Lot or control number. 

(6) Date of authority to usa. 

(7) Names of individuals authorized to pro¬ 
scribe the drug. 

(8) Name of prescribing physician or dentist. 

9) Date on which use of the drug it termi¬ 
nated, if appli c ab l e. 

(10) Date on which use of the drug is ap¬ 
proved for general use as a safe and 
efficacious drug, if during course of 
investigation. 

e. Retention period. All records required by this 
paragraph will be kept 3 years after completion 
of the project and then retired permanently. 
See AR 345-210, F2e No. 903-38. 

-iOOfiU 
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C. Reporting requirements. Progress reports 
w3I be submitted to The Surgeon General, 
ATTN: Chairman. AIDRB, by the responsible 
investigator at least once annually. - A final 
report will also-be submitted by the investigator 
to the Army Investigational Drug Review Board 
promptly on termination of the investigation. In 
addition, unusual or important observations, will 
be reported promptly to such Board, particularly 
if they involve any adverse effect that may be 
regarded as caused by the new drug; if the adverse 
effect is alarming, it will be reported to such 
Board immediately. 

7. Special conditions applicable to clinical in¬ 
vestigations of new drugs, a. The investigator 
will make certain that the investigational drug is 
administered to subjects only under his personal 
■ supervision or under the supervision of other 
qualified personnel to whom he has delegated this 
authority. 

5. The investigator wifl make certain that all 
subjects participating in the investigation or their 
representatives are fully informed and understand 
that tlje new drug is being used for investigational 
purposes. He will obtain the written consent of 
the subjects, or their representatives, except where 
this is not f easible, or, in the investigator’s profes¬ 
sional judgment, is contrary to the best interests 
of the subjects. When the purpose of administer¬ 
ing an investigational drug is not to benefit the 
individual to whom it is administered, final ap¬ 
proval for the use of volunteer subjects will be 
obtained as provided in paragraph 6, AR 70-25. 
Benefit to the individual is defined as the admin¬ 
istration of a drug to an individual expected to 
result in thejdiagnosis, mitigation, treatment, cure, 
or prevention of disease or injury of the same 
individual. 

& Information to be famished FDA. The 
Surgeon General will furnish information copies 
of the fallowing to authorized representatives of 
FDA, provided personnel security clearances, if 
needed, are obtained: 

a. Alarming and other adverse reports to The 
Surgeon General on the effects of an investiga¬ 
tional drug when received. 

b. Any existing Department of the Army report 
concerning an investigational drug specifically re- , 
quested by an authorized representative of FDA. 

c* Itt the esse of unclassified dimV*I studies of 
investigational drugs, The Surgeon General will 
CA39CVTTJL 


transmit copies of the "Investigator’s Statement," 
signed copies of the AIDRB’s and The Surgeon 
General's evaluation and approvals to the Com¬ 
missioner of Food and Drugs, Department of 
Health, Education, and Welfare, Washington, 
D.C., 20203. In the case of classified clinical 
investigations of new drugs, and in the case where 
the investigational drug to be studied is being 
sponsored by the pharmaceutical industry, such 
materials need not be transmitted to FDA, subject 
to the provisions of a and b above, but Form 
FD 1571 (see 2S Federal Register 179), FDA’s 
usual clai m for exemption, will he forwarded to 
The Surgeon General for transmittal to FDA after 
approval by The Surgeon General 

<L Nothing herein should be construed as pre¬ 
cluding The Surgeon General or his delegate from 
transmitting any Department of the Army infor¬ 
mation pertaining to investigational drug3 which, 
in their discretion, appears should be of interest 

to FDA. 

.9. Medical emergencies. In crucial situations 
The Surgeon General, ATTN: MEDPS-CM, may 
approve short term use of an investigational drug 
being sponsored by a pharmaceutical firm on an 
individual patient,* without submission of the 
Investigator’s Statement prescribed in paragraph 
3, upon a hospital commander’s request for same. 
Such request will include the following information 
minimally: patient's name, diagnosis, name and 
quantity of the drug proposed for use, medical 
officer responsible for the patient, and nature of 
the medical emergency. In .cases where The Sur¬ 
geon General approves emergency use of an inves¬ 
tigational drug being sponsored fay a pharmaceu¬ 
tical firm, the responsible investigator will Aim sh 
both a completed FD 1573 (Statement of Inves¬ 
tigator (see 28 Federal Register 179)) to the spon¬ 
soring pharmaceutical firm and a signed copy of 
.said Form FD 1573 to The Surgeon General as 
expeditiously aa drcumstaaces permit. 

10. Casiody and ffispe ssing.of investigational : 
drags. Investigational drugs in the custody of 
the Department of the Army will be stored and ’ 

. dispensed in accordance with the applicable pro¬ 
visions of AR -40-2, subject to the provisions of 
paragraph 5 above. 

11. Army contracts. AD contracts under which 
investigational drugs are to be clinically investi¬ 
gated will contain the following danse: 

I 
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CLINICAL STUDY OF INVESTIGATIONAL DRUGS 
a. The Contractor agree* that before undertaking to eonduet either the eliw.'i-.! pharma¬ 
cology or clinical trial* of an investigational drug under a Department of the Arm? aoo- 
tract, it will submit for the wnuen approval of The Surgeon General, Department of the 
Array, a signed completed apniiration anc three copies to The Surgeon General, ATTN: 
Chairman, Army Investigational Drug Review Board, Department of the Army, Wash¬ 
ington. D.C_ 20315. using the following format: 
huatigator’* tlaUmcnl 

I. Background data. 

A. Name of investigator. 

I). Date of request. 

C. Name or other clear identification of drug. 

D. Name of manufacture; or other source of drug. 

E. Qualification* of investigator in detail or by reference to details already 
. on file in Army records. 

F. Nome and address of facility or facilities where investigations will be 
conducted. 

G. All knows relevant information about past use or pertinent reference 
thereto available to both the investigator and the drug supplier, in¬ 
cluding ail prccliniea! data, and all other information justifying the 

. clinical investigation fix., the safety and rationale of the proposed* 
study).- 

II. Flan and Concset of Proposed Clinical Investigation. 

A. Specific purpose and military need for or urgency of proposed phnical 
Invesligatirr. 

B. Approximate number of subjects, their age, sdx, condition and. other 
pertinent information relevant to the conditions of the investigation. 

C. Number of subjects to he employed as controls (if any) and same in¬ 
formation as in B above for such controls. 

. D. An outline of the phases of the investigation already planned either In 
_ detail or by reference to details already on file in Army record*. This 
outline may include reasonable a lt e rn ate* and variations, and will ba 
.supplemented or amended when any significant change In direetiae or 
scope of the invrstiention is undertaken. 

E Description or copies of forms used to record data, 
b- The Contractor agrees that each of its investigators who conduct either' the cfiracil. 
pharmacology or clinical trials of an invesagationml drug will maintain a re cord of cHrrinal 
investigation separate from the patient's c Kai cal reeord. This recor d of dinieal investigation 
will include, minimally, a list of patients receiving the investigational drug; the name, lot 
n umber , date; and quantity of investigational drug pr escri bed; caae histories; the details of 
dinieal observations; tests, and laboratory procedures carried out on each subject before, 
darin g, and after administration of the drug in question. 

c. The Contractor agrees also that either its responsible investigator or a responsible 
Indi vi d ual designated by him for the purpose will maintain a complete record of each ia ie st l 
gfttxmal drug used under a DA contract for at least 3 yean after completion of the iara tf- 
gatlocal drug study. This record will indodc the following inf ormation : 

X. Name of drug. 

2. Manufacturer, or other source at drag. 

3. Amount and date received. 

4. Expiration date, if any. 

5. Lot or control number. 

6. Date at authority to use. 

7. Names of individuals authorised to pres c ri be the drug. 

8. Names of prescribing physician or dentist. 

9. Date on which use at the drug is terminated, if applicable. 

10- Date on whieb use of the drug was approved for general .use as a safe and effica¬ 
cious drug. If during courts of investigation. 

d. The Contractor agrees to submit pro gr es s reports to The S urg e on General, ATTN: 

Q mli » iai 7 ( Arn RFS, At lout OOC UUXttftHJ f to Submit M I g JMif t OS teRXUSAilOB Q t tbl 

investigation. In addition Contractor agrees to promptly re p ort to the AIDRB any snood 
or important observations occurring during the course of the investigational drug stody. 
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parti<ml»riy if they involve say advene affect that cur be regarded u caused by the new 
drag if *h»adw*—«g*ctlsa»a-"i»g, lt»mii«»p«t»4 to the ATT>RB imwindfrejiy j 

e. Spedal Condition* Applicable to Clinical Irrrtffgefino of New Drugs: The Con¬ 
tractor agrees to sake certain that the inveetigatiaaai dreg k administered to subjects only 
gader the persons! tupervtBoa of the mpcnsibU arvertigator or a qualified person to whom 
the responsible investigator hu delegated thia aatboritr. The Contactor alio agree* to. 
rr..v* eexteia that all subjects participating in the investigation oe their representatives are 
fully informed and understand that the arm dreg is bring used for investigational purpose*. 

The written consent of the subjects, or their representatives will be obtained except where 
thia lx not feasible or. In the responsible inv estigator 's professional lo dgm e nt, ix ecatary to 
the best interests ofthe subject. When the purpose of administering an toresdgstimil drag 
ie not to benefit the individual to wbom it is administered, final approval for. the tae of 
volunteer subjects wfil be obtained as provided In paragraph 8, AB. 70-25. Benefit to the 
individual is defined as the administration of s drag to an individual expected to result in the 
tgagaoaia, mitigation, treatment, cure, or prevention of dlaeaae or injury of the sam e i ndividual. 

' 12. Army {ruts. All Department of the Army grants under which investigational drugs are to 
be clinically investigated trill contain eianse-i requiring the grantee to comply with the requirement of 
paragraphs 3,5, 8, and 7. 

[MEDIA] 

By Order of the Secretary of the Army: 


HABOLD E. JOHNSON, 

General, United States Army, 

Official: Chief of Staff. 

37 C. LAilUEST, 

Major General. United States Army, 

The Adjutant General. 


Distribution: 

Acfiot Army: To be distributed in accordance with DA Form 12-9 requirements for Medical 
Services—D. 


NG: None. 
USAS: None. 


XAQOCTTA 
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NAVAL MEDICAL RESEARCH INSTITUTE 
NATIONAL NAVAL MEDICAL CENTER 

BETHESOA XX. MARYLAND 2001V 


UMHI-013-nh 
1070/4-2 
Ser: 3926 
30 November 1962k 


Prom: Commanding Officer, Naval Medical Research. Institute, National 
Naval Medical Center, Betbesda, Maryland 23014 
To: Secretary of the Navy 

Via: (l). Ccsmanding Officer, National Naval Medical Center, Bethesda, 

Maryland 20014 

( 2 ) Chief, Bureau of Medicine and S ur ge ry 
( 3 ; Chief of Naval Personnel 

Sub,}: Authorization to use human volunteers as subjects for study of 
effects of hypoxia on the visual field; request for 

Hef: (a) MANMED, Article 1-11 

(b) HJEEBS Itr. Pers-A212c-llg of 27 October 1964- 

1. In accordance with reference (a), it is requested that permission be 
granted to utilize human, volunteers as subjects in a study of the effects 
of hypoxia on the visual fields in humans. Subject study per ta i ns to 
Bureau of Medicine and Surgery Hesearch Subtask ME 005.13-4001.Q6 "Effect 
of Gradient Pressures upon Physiological Systems" and is a new phase unde 
that subtask. The objective is to confirm or define more exactly effects 
of hypoxia which have been reported hut not adequately .investigated un d er 
controlled conditions. Reference (b) authorized five (5) enlisted billet 
for duty as experimental test subjects in high altitude, space and under¬ 
water research. 

2. A .hemispheric bowl perimeter and attendant techniques have been 
developed which are directly applicable to human subjects. Experience 
indi cates that the oxygen deprivation levels to he used cause no harmful 
after-effects, although momentary discomfort may occur during actual 
exposure. 

3. 'As a part of the study of behavioral performance and over-all visual 
acuity aeA pattern detection, the following area is specifically proposed 
for investigation: 

a. The psycho-physiological effects of varying degrees of hypoxia cc 
the size of the visual fields in human subjects. 
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SECOND ENDORSEMENT aa 
30 Nov 1964 


BUMED-71:al 

6300 

4 DEC 1964 

CO nmrt Itr NMRI-013-nfa 1070/4-2 Ser 3986 of 


Pram Chief, Bureau of Medieiae and Surgery 

To: Secretary of the Navy 

Via: Chief of Naval Personnel . 

Subj: ’Authorization to use huaaa voluaceers as subjects for study of 
' effects of hy p oxi a on the visual field; forwarding of 

1. Forwarded, recocxaending approval. 

2. All subjects in these studies will be volunteers. 

3. It is not considered that these procedures will impose any undue 
hazards on theihcalth or life of the volunteers involved. 


&. B. BSjOBS 
Acting 


Copy to: 
CO, NHRI 
CO.NNKC 
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Persj-A212c-llg 

710 0EC ISS4 

«p h t to BB D QBS3 EBI aa CO, HMRI Itr SfflI-013-o h 1070/4-2 S«r 3986 of 

30 2far 1964 


7ro s: CU«f of Sml Personnel 
To: Secretary of tic 5aTj 


Subj: Authorixatiria to'ase Tremna ydlaatcegg ox subjects for 
effects of ft ^ rp esLaj oa. tbe*JWjreal flnli) forwarding of 

I* Forwarded, reccssaendlag appr o ra lo 


■■ Copy to: 
CO, HMBI 
CO, HE&E 
SPKTO 


U20N L SMITE, JB. ■ 
2T DIRECTION 


18.DEC 1354 


' PAUL Br FAT, Jr. 

-I lr^ar Snr- a tB-7 n*thsJkv y 



EZ’ r USN2D TO ORIGINATOR FOR 
DISPOSITION THIS DA TF UZjJz L 
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k. A medical officer, qualified In Aviation Medicine, will "be available 
at all tinea during experimentation. The facilities of tbs National Naval 
Medical Cezster axe readily available for consultation or medical emerg e n cies < 

5. It is proposed to use ten (ID) volunteers at convenient times during 
a six months * period. Subject volunteers are male, active duty personnel 
affiliated with the Physiological Sciences Department of the Naval Medical 
Research Institute vho are then currently receiving incentive pay. Subjects 
will be exposed to varying partial pressures of oxygen corresponding to 
different levels of altitude. A medical file will be maintained for each. 
subject’. The file will Include a Standard. Form 88 (Report of Physical . 
Examination)', a Standard Form 89 (Report of Medical History), a signed 
Consent to Voluntarily BarfcLcipate in Research Experiment (HMRX Form 3)1 
a Chronological Record of Medical Care (Standard Form 600), and other 
such tests considered necessary by the attending medical officer before,, 
during, andTafter the periods of exposure. 
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A GUIDE FOR THE PREPARATION OF APPLICATIONS 
FOR THE MEDICAL USE OF RADIOISOTOPES 



November 1965 


DIVISION OF MATERIALS LICENSING 
US. ATOMIC ENERGY COMMISSION 
WASHINGTON, D.C 20545 
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PREFACE 


The Atomic Energy Act of 1954 , as amended, 
charges the United States Atomic Energy 
Commission with, among other things, respon¬ 
sibility for regulating the receipt, possession, 
and use of byproduct material. The Commis¬ 
sion is authorized to establish by rule, regula¬ 
tion, or order, such standards, instructions and 
procedures to govern the possession and use of 
byproduct material as it may deem necessary 
or desirable to protect health or to minim™.. 
danger to life or property. 

_ In the performance of its regulatory func¬ 
tions, the Commission has promulgated the 
regulations contained in Title 10 of the Code of 
Federal Regulations. The following regulations 
are included in Title 10 and are particularly 
pertinent to the subject of this guide: 

1 . Part 20 , “Standards for Protection Against 
Radiation” (10 CFR 20). 

2. Part 30, “Buies of General Applicability to 
Licensing of Byproduct Material” (10 CFR 30). 

3. Part 35, ‘‘H u man Uses of Byproduct 
Material” (10 CFR 35). 

Current copies of Commission regulations 
may be obtained from the Division of Materials 
Licensing, UB. Atomic Energy Commission, 
Washington, D.C., 20545, or from any of the 
following UB. Atomic Energy Commission 
Begional Compliance Offices: 


Director, Region I 
Division of Compliance, 
USAEC 

376 Hudson Street 
New York, N.Y. 10014 


Director, Region II 
Division of Compliance, 
USAEC 

SO Seventh Street, 
Northeast 

Atlanta, Ga. 30323 


Director, Region III 
Division of Compliance, 
USAEC 

Oakbrook Professional 
Building 

Oak Brook, HL 60523 


Director, Region IV 
Division of Compliance, 
USAEC 

10395 W. Colfax Avenue 
Denver, Colo. 80215 


Director, Region V 
Division of Compliance, 

USAEC 

2111 Bancroft Way 
Berkeley, Calif. 94704 

This guide describes the kinds of information 
to be submitted in applications for the posses¬ 
sion and use of radiopharmaceuticals. Its use 
should result in the submission of more complete 
applications. The Commission will request 
additional information if necessary in order to 
provide reasonable assurance that the applicant 
has established an adequate radiation safety 
program. (See Sec. 30.32(b) of 10 CFR 30.) 
Requests for additional information delay final 
action on the application and may be avoided 
by a thorough study of Commission regulations 
and this guide prior to filing the application. 


This guide is intended only for general in¬ 
formation and should not be considered a sub¬ 
stitute for the applicant's careful evaluation of 
the proposed use of byproduct material or for 
assuring that the application correctly and 
adequately describes the radiation safeguards 
and procedures to be followed. 
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APPENDIX P 

NON-ROUTINE MEDICAL USES OF BYPRODUCT MATERIAL 


Experimental and nonroutine medical uses of byprod¬ 
uct materials include all human uses not specified in 
appendix D. Such uses may be classified into one of 
two phases of development: 

Clinical Rcttorth applies to a new use of byprod¬ 
uct material in humans.- Little or nothing is 
known about the procedure and little or nothing 
has been published on the subject. The basis 
for proceeding with the new use in h umans is de¬ 
rived from knowledge obtained from «nim»i studies. 
This phase of development includes the initial in- 
. troduction into humans and initial t rials on a 
limited number of patients. 

Clinical Evaluation applies to the planned test¬ 
ing of a new diagnostic or therapeutic, procedure 
in an appropriate aeries of control and diseased 
humans. The. procedure and results of niimVai 
research will ordinarily have been reported in the 
literature or at meeting. If adequate inf or mati on 
has not been published, the applicant should have 
spent suffic ie nt time with those who developed the 
test, to be thoroughly familiar with the details. 

The clinical retearch phase of experimental or non¬ 
routine medical use of byproduct material is normally 
limited to licensees who have broad experience in the 
use of radioisotopes and who have appropriate facili¬ 
ties and_ equipment available to conduct .research. 
Eesearch should be pursued by groups of competent 
investigators representing different disciplines rather 
than by single individuals.. The individual physician 
to be designated on the license as the authorized user 
should normally have broad and varied experience in 
the use of radioisotopes and in clinical research investi¬ 
gation. 

The clinica l evaluation phase of experimental or 
nonroutine medical use of byproduct material is nor¬ 
mally limited to licensees under the supervision of an 
individual physician with broad experience in 
evaluation and the use of radioisotopes and under the 
guidance of a radioisotope committee representing a 
number of disciplines. Adequate resources to conduct 
the trials shall be available. 

A pp lications for experimental or nonroutine uses of 
byproduct material in humans are reviewed with the 
assistance of the .Commission’s Advisory Committee 
on the Medical Use of Isotopes. Applications should 
be supported by a re sear ch protocol which includes: 

1. Title of study. 

2. The purpose for conducting the study. Indicate 

whether the study is to be cimiroi res ear ch or 
evaluation and explain why. 


3. The plan of investigation in sufficient detail to 
permit a critical evaluation of the methods for conduct¬ 
ing the experiments and the controls established-' 

4. A statement as to whether any planned comple¬ 
mentary drug or radioisotope administration is contem¬ 
plated in conjunction with the study. 

5. A statement about the expected fate of the isotope 
administered and if the procedure is for therapy, a- 
statement about the expected .effects. 

6. A. If the app li ca tio n it far clinical research, an 

outline of related work conducted by the applicant or 
o ther s in laboratory and in humans, including 

data on localization, effective half-life, and radiation 
dosage.. If no work has been conducted in animals, 
explain why. Pertinent references and a brief abstract 
prepared by the applicant of published or unpublished 
m a teri a l should be submitted. (The brochure of a 
co mmer cial supplier is not a satisfactory authority for 
this purpose. It is not necessary to include with the 
application reprints of references.) 

. B. If the application it for clinical evaluation, perti¬ 
nent references and a brief abstract prepared by the 
applicant of published or unpublished' material, in¬ 
cluding information on localization, effective half-life, 
and radiation dosage. (The brochure of,a commercial 
supplier is not a satisfactory authority for this purpose. 
It is not necessary to include with the application re¬ 
prints of references.) 

7. Adescription of the human subjects to be studied: 

A. Persons without manifest disease—number, meth¬ 
od of selection, age range. 

B. Persons with manifest disease—number, nature 
of pathology, method of selection, age range. 

C. Pregnant women shall ordinarily be excluded 
from any test not involving the condition of pregnancy 
itself. Specify whether or not pregnant, women will 
be tested and if so, explain why. 

8. Confirmation that consent of human subjects, or 
their representatives, will be obtained to participate 
in the investigation except where this is not feasible or, 
in the investigator's professional judgment, is contrary 
to the .best interests of the subjects. 

9. The dose range (microcuries or millicuries) to be 
administered and the method of administration. 

10. Calculations of the radiation doses delivered to 
the whole body and to the critical organ (s). The cal¬ 
culations shall contain information about: 

A. The expected half-life in various or gans . 

B. The relationship between the retained isotope 
and the permissible body burden for occupational ex¬ 
posure (except for therapy). 

C. The rationale for using the dose selected. 
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D. The radiation doe« due to other simultaneous or 
■lyHu n pan y ing radioactive isotope test -which may be 

11 . A statement of the institutional resourcesavailable 
to su p port the study i nc lud ing: 

A. Physical facilities and equipment especially suited 
for ♦*» study under 

B. Availability of clinical mateziaL 

. C. Types of consultation or collaboration available 
rnrinrfing the of the sponsor of the study if other 

AppllCJKttte 


12. Q ualifications of individual physician who 

arfll be responsible for the study, including a summary 
of research .nd experience and .per t inen t 

turning or experience in the use of radioisotopes. 

13. Estimated time needed to co m p lete the study. 

14. A schedule for reporting results of the study, and 
an outline of the ty pe of information to be in cl u d ed in 
the r epor t. The schedule can be in terms of time intef- 
aals or number of subjects stud ied . It studies are to 
be leng range, interim reports should be provided. 
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\ V. 


U/H-P/M' I" 

UNITED STATES GOVERNMENT 

Memorandum 

Sr. Lusher L. Terry 
TO : Surgeon, General 


fi=i2 




.Edvard J. Rourke 
'Assista n t General Counsel 


..fAI 


'f\ 


Jv- 

Datz: September 16, 1965 


emaer li 


subject; Research grants—Clinical--PES responsibility- -?ink v. Jewish % 

Chronic Disease Hospital (New York Suprese Ccurc, Kings Couaey) 


Sr. Kenneth Endicoce has no doubc'already informed you 
of the demand by the attorney for the defendant hospital in 
the above ease .that the Public Health Service, the.Sloan- 
Kettering Institute, the American Cancer Society, and certain 
physicians cake over Che defense of this action.and indemnify 
the hospital for any damages it may be required to pay the 
--plaintiff. The plaintiff complains, in brief, that while a 
patient at the hospital for arthritis, cancer cells were 
injected under his skin without his knowledge and consent 
and as part of a research project not related to his 
treatment. He claims this constitutes a wrongful action and 
- malpractice, contrary to medical standards of the community. 

The hospital*s attorney expresses the view that-such 
use of the plaintiff was without the approval of the hospital 
authorities, Chat it was done by Sloan-Kettering on its own 
"account 11 and in furtherance of its own '•business", and that 
the American Cancer Society and the PES ’.'promoted, supported 
• or caused" this research to be undertaken and should thus 
stand responsible in lieu of the hospital. 

• • Even though we have furnished Dr. Endicoct with a H 

draft letter rejecting this demand as to the PES, we anticipate 
Chat Che demand was a preliminary step to efforts to join 

the PES and the ocher agencies as codefendancs or as "third 
parry defendants" to which the hospital would look to.pay 
any damages assessed against it. Although we expect to 
resist these efforts, the situation presents certain'matters 
we think important for policy consideration whatever may be 
the outcome of this litigation. _ _ . 

The policy considerations may begin with the attention 
that has been given for some time by Dr. Ernest Allen to 
amending the PES research project grant regulations to make 
expressly dear that the PES does not supervise or control' 
the conduct of research it supports by grant. The hope is 
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tthac by this express clarification of the relationship 
.between grantor and grantee; the Service will have a better 
basis for denying liability for damages arising from a 
grantee's.conduct of research. 

Such a step, however, seems to us not likely to be 
considered an adequate measure of EHS "responsibility*', at 
least ia a general if not a legal sense. Where, as in this 
context, -you have adequate authority to impose grant 
conditions reasonably related to your public purpose, the 
question will necessarily arise as to whether you should 
continue to impose no conditions or exercise no review as 
to those aspects of supported research that give special 
concern beeanse it involves the use of human subjects. We 
think it not unlikely that questions will arise of whether 
we can continue in this area the traditional avoidance of 
any implication of Federal "control" of research supported 
by Federal funds. 

A variety of mechanisms might be available. For 
example, applicants seeking funds for clinical research 
*might be required to furnish an assurance with their 
application that effective, informed-consents will be obtained 
"from all participating subjects and that other principles of 
general agreement in this area' will be adhered to. To include 
this type of requirement in your regulations would help define 
what responsibilities you have undertaken and, perhaps of 
greater value, what responsibilities you have not undertaken. 

On the whole, we suggest that the vigorous concern in 
many quarters as to the use of other anima ls in research is 
not likely in the long run to be greater than that for the 
use of the human animal even if the Service role is only 
• fund support. We suggest that explicit policy formulation 
' here, and its expression in controlling m e c h a nis ms such as 
the regulation, is needed. 




AFR 169-8 


Ain FORCE REGULATION 
NO. 160-8 


NC'f 


AlJ'fi! 



'•CA> 

lON'DEPAKTMENT OF TI1I5 AIK FOKCE 
^JVahhiuRlOH, S October JDfiS 


$)s 6 y yfc/ve 2.7 t 

Medical Education and Resoarch ’ 

USE OF VOLUNTEERS IN AEROSPACE RESEARCH 

This regulation establishes the policies and procedures jor using human volunteers in aero • 
space research projlhgs. 


1. Application of This Regulation. The provi¬ 
sions of this regulation: \ 

a. Apply to: \ 

(1) Research, developments test, and 
evaluation (RDT&E) proccdtires\hat may 
result in distress, pain, damage to, health, 
physical injury, or death of the subject Such 
tests usually are conducted. to dele twine 
either the level of human tolerance for it W.- 
dition that may be imposed by Air Fore 
operations or the adequacy of equipment de 
signed for human use (sec AFR 80-14). 

(2) Investigations of disease, new treat¬ 
ment procedures, and drug research con¬ 
ducted by the USAF Medical Service for the 
benefit of patients. 

b. Do not apply to: 

0) Any programs, tasks, and tests that 
involve inherent occupational hazards to 
health or exposure to potentially hazardous 
situations such as those encountered as .a 
part of training or other normal duties, e.g., 
night training, jump training, bailout 
studies, fire drills, gas drills, and handling 
of explosives. 

(2) The human factors research por¬ 
tions of a research project when they Involve 
normal training or other normal military 
duties and when disclosure of the research 
conditions would defeat the purpose of the 
investigation by revealing the artificial na- 
• turc of the experimental conditions. 

2. Voluntary Informed Consent. The voluntary 
informed consent of the human subject is 
absolutely essential. 

a. The volunteer must have the legal ca¬ 
pacity to give his consent and must give it 
freely. 

b. Before a volunteer gives his consent he 
must be given an adequate explanation of 
the research study, i.c., its nature, duration, 
and purpose; the methods and means by 
which it will be conducted; and any foresee¬ 
able inconveniences, hazards, and effects on 


his health which could result from his par¬ 
ticipation iri the experiment. The volunteer 
must also be told about any parts of the 
testing program which cannot be stopped or 
controlled by cither the test subject or the 
person conducting the test. 

c. The consent of the volunteer will he 
given in writing in the format shown by 
attachment 1. The volunteer must sign the 
consent in the presence of at least one wit¬ 
ness who will then attest the volunteer’s sig¬ 
nature by signing in the place provided. 

\3. Principles, Policies, and Requirements for the 
til# of Voiunlocrs in Hazardous Aerospace Re- 

1 essential preliminary tests with lab- 

R ummies, and other human 
c conducted and evaluated 
bjccl is used. Research on 
will be conducted only to 
t results that are essential 

idies using human volun- 
jnducted that all unneces- 
nental suffering or injury 
studies will not be con¬ 
ducted if there is Reason to belie.ve that dis 
abling injury or death will probably occur. 
To this end, a physician will conduct and 
. record the examinations he feels necessary 
before the lest project begins. 

c. The degree of risk fb which a volunteer 
is exposed will never be more than Is abso¬ 
lutely essential because of\hc urgency and 
importance of the solution \rf the problem 
that made the research project necessary. 

d. The research project willNbc conducted 
by scicrtifically qualified persons; a phy¬ 
sician will be responsible for the medical 
care of the volunteer. The physician or tilt- 
principal investigator will have th&, author¬ 
ity to terminate the research study\at any 

© Th ?,vbl6* n$cr will be informed that: 
s time during the course, ( 


OBR: AFMSPA 
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rt,„ research project, he will have the right 
SrSht SeM and wjMrw Iron, lie 
test without prejudice to himscll. 

(2) The principal mvestigator or 

■ tending physician may terminate the p 
ment at any time he considers it necessary, . 
Srdlcss of the volunteer’s wishes. 

4. Approval to Conduct Rewarch Involving Vol- 

U "a Action by Originating Laboratory. The 

3sn d ss^^ 

scientists: the chairman must he a 
physician responsible for the mealed taro 

of the volunteer during the experiment. This 

comrr : ttee' must review and approve or dis¬ 
approve all proposed RPT&E protocols tha 
will require use of human volunteers. 

b. Action by the Surgeon GaurvL No re- 
search using volunteers will be undertaken 
without prior review and clearance bj the 
Surgeon General. This will be accomplished 


by the submission of ED Forms 1498, ^e- 

search and Technology Review thrmigh 

channels to the Surgeon General (AFMSPA). 
In no case will a project u ® m ^y U p orm 1498 
teers be initiated unless a DD torrn u*o 
has been approved by the rtf?Forms 
For urgent proposals to which ou 
i .no arc not applicable, the Surgeon Gen- 
JSSiSSmay be granted by telephone 
with confirmation by letter. Research proj- 
„_*<> norformed under AFR 169-5 that m- 
volve P human volunteers will he consider^ 
approved under the provisions of tins rtg‘‘- 
laUon when letter approval by the Surgo-m 
("Vneral is received. Research under 
169-6 need not b e delayed P™ d '™ subn "*~ 
sion and approval of DD torm 1498. 

5. Publication* Pertaining lo Kuman Volunle.M. 
Ail -nrinted papers or articles that pertain 
to \he use of 5 human volunteers will contain 
the. following footnote: The voluntary in 

research was obtained as requned »> Ai l 
169-8.”'. 


By Order ok the. Secretary of the Air Force 


Official 


j. b. McConnell 
General, U. S. Air Force 
nhiof of Staff 


R. J. PUG11 

\Director * of' Administrative Services 


4 Attachment 
Format for Volunteer 


Consent 
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(FORMAT FOR VOLUNTEER CONSENT) 


Facility. 


Date. 


CONSENT OF HUMAN TEST SUBJECT 

j. Having been'fully advised of the dangerous nature and possible harmful consequences, 
I hereby volunteer to participate as a human test subject in the following experiment or 
series of experiments: 


(State nature of investigation, test, or experiment) 

2. I further acknowledge that my consent *as hm freely given and that I have been 
informed that I may withdraw my consent at any time insofar as the nature or stage of 
the experiment permits. 


(Signature of test subject) 


(Witness) 


3 


Attachment 1 
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TO 


FROM 


UNITED STATES GOVERNMENT 

Memorandum 

Dr. Jack Mcsur 

Director, Clinical Center, NIH 
Executive Secretary, National Advisory I 



subject: Resolution of Council 


Attached are two copies of resolution passed by the National Advsiory Health Council 
at its meeting December 3rd, 1965. 


fa — 

Dr. S. John Reisman 

Medical Director 


Buy US. Savings Bonds Regularly on the Payroll Savings Plan 



p- z-rr* 5-3 



DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE 
PUBLIC HEALTH SERVICE 

WASHINGTON. D^C. 3tBSl 

REFER TO: 


February 8, 1966 


TO : _ The Heads of Institutions Conducting Research with 

Public Health Service Grants 

FROM : Surgeon General, Public Health Service 

SUBJECT: Clinical research and Investigation involving human beings 


Expanding Public Health Service support of clinical research and investi¬ 
gation involving human beings emphasizes the need for more formal attention 
to the - critical issues raised by such research. 

In December 1965 the National Advisory Health Council, after study of 
these critical issues, made certain recommendations to me which I have 
now formulated as the following Public Health Service grant policy: 

No new, renewal, or continuation research or research training 
grant in support of clinical research and investigation involving 
human beings shall be awarded by the Public Health Service unless 
the grantee has indicated in the application the manner in which 
the grantee institution will provide prior review of the judgment 
of the principal investigator or program director by a ccinnittee 
of his institutional associates. This review should assure an 
independent determination: (1) of the rights and welfare of the 
individual or individuals involved, (2) of the appropriateness of 
the methods used to secure informed consent, and (3) of the risks 
and potential medical benefits of the investigation. A description 
of the committee of the associates who will provide the review 
shall be included in the application. 

Effective immediately, this policy will be included in all future state¬ 
ments of Public Health Service research and research training grant policy. 
The wisdom and sound professional judgment of you and your staff will 
. determine what constitutes the rights and welfare of hu m an subjects in 
research, what constitutes informed consent, and what constitutes the 
risks and potential medical benefits of a particular investigation. 
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I- wish co define more explicitly, however, what is meant by a conanitttee 
of his institutional, associates to assure an Independent determination 
b e ca u se the policy requires that the application include a description 
of the associates who will provide the review. The committee would need 
to be made up of staff of, or consultants to, your institution who are at 
the same tlae acquainted with the investigator under review, free to assess 
his judgment without placing in jeopardy their own goals, and sufficiently 
mature and competent to make the necessary assessment. It is important 
Chat some of the members be drawn from different disciplines or interests 
that do not overlap those of the investigator under review. 

The policy does not ask.for the names of the members of the committee. 

It does ask for a description of its composition; e.g., the number of 
mem b ers and the professional or public interests they reflect. 

I have directed all my staff who administer the initial review of appli- 
cations for grants for clinical research and investigation involving 
hum an beings — regardless of whether these applications are for new, 
supplemental, renewal, or continuation support — to ascertain that each 
application includes the information required by this policy and to ob¬ 
tain this information, whenever necessary, in a document signed by both 
.the principal investigator or program director and the official for the 
institution. 

I know that you are as deeply concerned with this issue as are any of , 
us. in the Public Health. Service. I urgently request that you give my 
staff your cooperation in making this policy an effective instrument for 
the good of the public and science. 




William H. Stewart, M.D. 
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U. S. Public Health Service 
Division of Research Grascs 
Bechesda, Maryland 20014 


PPO # 129 
POLICE 

February 8, 1966 


SUBJECT : 

APPLICABILITY : 


EFFECTIVE DATE: 

BACKGROUND: 

The National Advisory Health Council on December 3, 1965, recommended to 
the Surgeon General as follows: 

Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical research 
and investigation involving human beings should be provided only 
,^i£ the judgment of the investigator is subject to prior review 
.by his institutional associates to assure an independent deter¬ 
mination of the protection of the rights and welfare of the 
individual or individuals involved, of the appropriateness of 
. the methods used to secure informed consent, and of the risks 
and potential medical benefits of the investigation. 

The Surgeon General accepted the recommendation of the Council and 
instructed Che Grants Policy Officer to develop implementing procedures 
for research and research training grants. 

STATEMENT OF POLICY: 

No new, renewal, or continuation research or research training grant in 
support of clinical research and investigation involving h uma n beings 
shall be awarded by the Public Health Service unless the grantee has 
indicated in the application the manner in which the grantee institution 
will provide prior review of the judgment of the principal investigator 
or program director by a committee of his institutional associates. *his 
review should assure an independent determination: (1) of the rights and 
welfare of the individual or individuals involved, (2) of the appropriate¬ 
ness of the methods used to secure informed consent, and (3) of the risks 
and potential medical benefits of the investigation.. A description of 
the coimnitttee of associates who will provide the review shallJbe included: ^ 
in the application. 


Clinical Investigations Using Human Subjects 

All PHS Research and Research Training Grants 
in Support of Such Clinical Investigations 
(including General Research Support Grants) 

Immediately 
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PROCEDURE: 

The above policy becomes effective immediately and will be incorporated 
in all PHS research and research training grant regulations and research 
and research training policy statements as soon as possible. In the 
meantime, the attached memorandum from the Surgeon General explains the 
policy to grantee institutions. 

The PHS staff who administer the initial reviev of applications for 
clinical research and investigation involving beings (including 

the administrative review for continuation applications) shall ascertain 
that each application includes the information required by this policy 
and shall obtain this information, if necessary, in a document signed by 
both the principal investigator or program director and the official 
authorized to sign for the institution. 


Attachment 

ORIGINATING OFFICE: The Surgeon General, Public Health Service 
APPROVED BY: Grants Policy Officer, OSG 

•»- (5 _ 

Date: 

Index: Clinical Investigations 

Hum an Subjects: Clinical Investigations 
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AP<*- 

MSH 1860,2 

May 12^-1966 

effective date 

MANNED SPACECRAFT CENTER 



MANAGEMENT INSTRUCTION 


* 


ESTABLISHMENT CF MSC RADIOLOGICAL CONTROL MANUAL AND 
-. .BAPI3L0GICAL CONTROL COMMITTEE " ... 


PURPOSE 

This Instruction establishes the MSC Radiological Control Manual 
(MSCM 1860) as the off'eial medium for publication of procedures 
far control of atomic energy <-ses to satisfy U.S. Atomic Energy 
•Commission .(AEC) licensing regulations and MSC requirements, es¬ 
tablishes'« Radiological Control Committee, and prescribes respon¬ 
sibilities for exercising radiological control and establishing 
radiation protection regulations. 

APPLICABILITY 

The MSC radiological control ool icles and procedures apply to all 
MSC elements, all MSC contractor activities In facilities under . 

MSC administrative control, and all MSC contractor development of 
hardware for use in spacecraft or in HSC faculties. Radiation 
protection -sgulations apply to any use of ionizing radiation in 
MSC facilities, and to uses a: any location which are authorized 
by A EC licenses issueo to MSC. 

POLICY 

It Is the policy of MSC to exercise centralized control over the 
use c- ionizing radiat'on sources and the approval of use programs 
to insure t.-at exposu-e to rasiaticn hazards and Interface oroblems 
are o-cperly control let. Persons involved in me use or Ionizing 
radiation are respcnsitie fc" insuring compliance with AEC licens¬ 
ing constraints and raciatic- protection requirements.. AH proposed 
uses of ionizing radiation, a' I procurement actions for sources 
of suer. rac : ecion, arc all -aoility arc equipment design criteria 
for use of such radiation sha'I receive the signature approval 
of the chairman of the MSC Raoiological Control Committee prior 
to issuance. Atomic energy asol i cat ions which are licensed by 
the AEC and used on soacecraf: in NASA manned soace'f 1 ight ^programs 
controlled oy MSC sha" be f own under the authorization of AEC 
1 ice~;es iss-ed to MSC. Cert-aiizes control snail be exercised by 
the -SC Rad’olcgieal Centre I Committee. 
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4. RADIOLOGICAL CONTROL COMMITTEE 

a. The MSC Radiological Control Committee Is established to: 

(1) 0 Coord!na*te'a'n«it control uses of Ionizing radiation. 

(2) Review and approve all MSC radiological control policies 
and procedures. 

(3) Develop and coordinate material to be incorporated in the 
MSC Radiol 09Teal Control Manual.. 

(4) Serve as the Isotope Committee as defined by 10 CFR 30 
?Hr.. (TItle' IO.-'Code of Federal Regulations* Part 30) • 

b_ The Radiological Control Committee membership shall be deslg- 
- nated by the Otrector and shall consist of the following: 

Chairman: . Radiological Control Officer. 

-Executive Secretary:” A member of the Engineering and Oevelop- 
...is m e n t Directorate staff nominated by the ; 
'Assistant Director for Engineering and 
"Development. . • v : 

^Members: Representative nominated by the Chief, 

Flight Safety Office. 

A minimum of three engineering or scien¬ 
tific representatives nominated by the 
Assistant Director for Engineering and 
Development. 

Representative nominated by the John F. 
Kennedy Space Center to serve as liaison 
and to be active on committee actions in¬ 
volving use of radioactive materia I at 
that Center under the authorization of 
AEC licenses issued to MSC. 

Invited Observers: Such representatives from P-ogram Offices, 

White Sands Test Facility, other MSC 
organizations, or contractors, as may be 
requested and designated by one organiza¬ 
tion Interested in a soeciflc proposal be¬ 
fore the Committee, or as recues tec by the 
Committee chairman. 

c. Meetings will be held at the cai! of the Committee chairman. 


2 
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5. MgQiCAL USE SUBCOMMITTEE 

• a. The Medical Use Subcommittee of the Radiological Control Com- 
. ml tt«e“rs established to: . 

(1) Review, from the standpoint of radiological health and 
safety, and initially approve or disapprove requests for 
use of radioactive material, on humans or animals. 


■ b, 



Serve as the Medical Isotope Committee prescribed in 
'Title 10, Cade of Federal. Regulations, Part 30, "to evalu¬ 
ate all proposals for research, dtagnosls and therapeutic 
use of radioisotopes" In MSC programs. 


(3) Coordinate and control. any use of isotopes-for medical • 

• purposes at MSC under a private practice or other, organlza- 
*?>t?«in license. 


.’(4) Determine the adequacy of the training and experience of . . 
• .■ persons for human or animal use of a radioactive material 

V for a specific puroose. Formulate and review training 
-programs to qualify Individual physicians assigned to MSC 
~ for categories of radioisotope uses. ' 


''•'■•Thai ? Medical Use Subcommittee membership shaii be designated by the 
-Chief of Center Medical Programs and consist cf the following: 


. Chairman: 


A physician from the medical staff of MSC. 


A minimum of two other pnysicians, of whom 
one shall be expert in internal medicine, 
pathology, or hematology and another shall 
be expert in therapeutic radiology. 


A person experienced in assay of radioiso¬ 
topes and protection against ionizing, 
radiation. 


s. TECHNICAL REVIEW SlsCOMMh ■_££ 

a. The Technical Review Subcommittee of the Radiological Control 

Committee Is established to: 

(1) Review each proposed nonmedical use of radioactive material . 
• and radiation-producing devices to determine whether the 

proposed -se and work is a part of the re cuesting organiza¬ 
tion's asc-oved p-ogram, and whether the orooosai is in 
accord w Ilicense provisions. 

(2) Review- prsscsed cserational procedures to Insure they are 
technical y sours and that adequate rad ic'.cgica' safety 
precautions have seen specified. 
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(3) Provide raeomnendadons and technical cements to the 

Radiological Control Comm I ttea on- proposed uses,' adequacy 
of facility and radiation area designs for intended use, 
qualification of personnel, end-such ether technical matters 
as may be referred to it by the Radiological Control Com¬ 
mittee. 

b. -The Technical Review Subcommittee membership shall consist of 
the following: 

-Chairman: Executive Secretary of the Radiological 

• Control Committee. 

• ^Members: • One representative of Health Physics 

l "-~ - Section appointed by the’Radiological 

Control Officer. ■ 

One representative, a Radiological Control 
..Coordinator, appointed by me Manager, 
Apollo Spacecraft Program Cffice. 

One representative, a Radiological Control . 
Coordinator, appointed-by the Manager, 

Gemini Program Office. ' • ■ < 

Cne representative of each division of the 
Engineering and Development Directorate 
directly involved in Subcommittee actions, ” 
eooolnted by the division cnief. 

One representative-of the Engineering 
D s v!sion, appolntea by the division chief. 

- .7. CHAIRMAN.' RADIOLOGICAL CONTROL COMMITTEE 

The designation cf the Radiological Control Officer as chairman 
establishes a staff position to Imolement the actions of the 
Committee and Insure complete staff coordination. The ehalrman 
also serves as the Radiological Safety Officer, prescribed and 
defined in 10 CFR 30. This arrangement prov’ces a centra! point 
for achieving accord between mission and radiation c’ctection ob¬ 
jectives. The chairman is responsible for: 

a. Exercising, genera! cccrcinaricr and surve'ilance ever the radio¬ 
logical control and radiation orotection aspects of MSC opera¬ 
tions. 

b. Issuing materia! approved by the Radiological Control Committee 
for inclusion in me MSC Radio-ogical Cc“trol Ma-ual. 

c. issuing approval of rao'ation -se requests in accordance with 

MSC Radiological Control Manus! procedures. 
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8. EXECUTIVE SECRETARY. RADIOLOGICAL CONTROL COMMITTEE 
.. The Executive Secretary Is responsible for: 

a. Reviewing radiation use requests to insure that they are properly 
planned and coordinated, supported by adequate technical data, 
and prepared In'accordance with approved programs and functional 
assignments. 

b. " Preparing reports of Committee proceedings and maintaining 
s..official Committee records.". 

;9^ MANUAL CONTENT 

The MSC Radiological Control Manual wUl establish detailed policies, 
procedures, standards, and gutdfcs"to be followed Is Insuring proper 
^radiological health end safety controls, eorql lance with AEC regu¬ 
lations, and' the caoabillty of MSCjto secureand retain those types 
•of-AEC Licenses which provide the^ necessa ry~'f lex ?b I11 ty for "ope'ra- 
^lonalTraquirements.'' ,i The manual v»T 1.1 cover the following subjects: 

^‘• Special requirements and procedures for the acsuTsitian, ae- • 
^Accountability, and control of radioactive material and radiation 
devices . ’ I : ' ; : ‘ '-X ) ' r 

b/ Functions and procedures of the-Radiological Control Committee 
and subccmmitrees. 

c. Radiological safety procedures and radiation monitoring. 

.Procedures for securing approval of wor< Involving use of ion- 
- -Icing radiation. Including use requests and scecial work P««- 
\ . mfts. 

10. ORGANIZATIONAL RESPONSIBILITIES . 

a. The Chief, Center Medical- Office, Is resoonslb-e for medical ao- 
proval of proposals for developmental, experi.-snta 1 , evaluation 
or test uses of radiography and fluoroscopy or numar.s. 

b. The Chief of Center Medical Programs is respc-sible *or medical 
approval or prcscsed Muman and ar.imal .se of -adloisotopes. 

c. The Assistant 3 : rector for engineering and Development is re¬ 
sponsible for me performance or special engi-eering and 

♦ physical tests and evaluations wnich may oe resuirec by tne 
Radiological Control Committee to meet AEC ret.iremer.ts. 

d. The Procurement and Contracts Olvisior s resoens ibie_for In¬ 
suring that proscsec procurements invoking sc.rces of ionizing 
radiation have -ecelved Radiolcgicai Control Committee approval. 
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«. The Engineering Division is responsible for Insuring that 1 plans 
for construction or modification of facilities and equipmant 
that involve storage or use of sources of Ionizing radiation 
have received Radiological Control Committee approval. 

f. The Radiological Control'Officer Is responsible for:' 

(1) Acting as the MSC liaison representative with the AEC, 
other NASA centers, and MSC contractors on matters of 
policy, approaches, and actions related to Meanstng and 

. other regulatory functions applicable to the use of.lon- 

;• v/'V.U V." ... - fzing radiation. 1 '..3 ..--./I .; 

(2) Developing and technically directing Health Physics serv- 

ices and special radiation'effects analyses^ 2??*"; : '■■ ■, 


g. MSC elements are responsible for complying with mandatory pro- 
'.V'.V visions of the MSC Radiological Control Manual'and following 
.-.-V v . -‘..the guidelines contained therein. -i'--;w i; * • 

?■."<:!!. RESCISSIONS ' '/ 

"'■=£ :&-x ' a .... 

. MSC Circular 41 . Reference 2 .-»- 8 * : dated May 31 .*1963.'3^5 
....- 


DISTRIBUTION; 




tobert R. Gil ruth ':£?<■ 
i rector ... 

.. -w.AUQio ENT'O 
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DEPARTMENT OF 

HEALTH, EDUCATION, AND WEITARE 
Public Health Service 
Bureau of Medical Services 
’ Silver Spring, Maryland 20910 


June 23, 1966 


Bureau of Medical Services Circular No. 38 

CLINICAL INVESTIGATIONS USING HUMAN BEINGS AS SUBJECTS 

]. PURPOSE. This circular specifies policy concerning clinical research 
and investigation involving human beings conducted in Bureau m e d ical 
care facilities. It further establishes procedural requirements to 
assure that PHS research on human beings is ethically and morally 
exemplary. 

2. BACKGROUND . The National Advisory Health Council on December 3, 1965, 
geeot ain Snded to the Surgeon General as follows: 

"Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical 
research and investigation involving hu man beings should • 
be provided only if the judgment of the investigator is 
subject to prior review by his institutional associates to 
assure an independent determination of the protection of 
the rights and welfare of the individual or • individuals 
involved, of the appropriateness of the methods used to 
secure informed consent, and of the risks and potential 
medical benefits of the investigation." 

3. POLICY . The Surgeon General accepted the recommendation of the Council 
anri adapted it in the following PHS policy statement: 

"No clinical research and investigation involving human 
beings shall be conducted by Public Health Service personnel 
or by PHS contractors without (1) prior review of the judgment 
of the principal investigator or program director by a 
committee of his associates not directly involved in the 
research and (2) prior written approval by the Bureau Chief 
or by the Institute Director if the Bureau Chief formally 
delegates the responsibility to him. This review should 
assure an Independent consideration: (1) of the rights and 
welfare of the individual or individuals involved, (2) of 
the appropriateness cf the methods used to secure informed 
consent, and (3) of the risks and potential, medical benefits of 
the investigation. Each study protocol along with the n am es 
and reconmendations of the review coasittee and the written 
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approval of Che Bureau Chief (or his official delegare) 
will be placed on file in Che office of Che Division 
responsible for Che scudy before the study is initiated.” 

4. PROCEDURE. Effective immediately: 

a. This policy shall be included in all future stateme n ts of Bureau 
research policy. It shall be included in all applications to NXH 
for research grants, and in all protocols, covering research 
projects involving human beings. 

b. Field and headquarters research committees' shall take cognizance 
of the following criteria in their review of research study 
proposals which will involve human beings: 

(1) The investigation mu3t have an anticipated value or benefit 
to mankind that outweighs the risks involved to the human 
participants.- In no event shall the investigation knowingly 
or deliberately involve undue physical or mental discomfort 

ir the likelihood of death or of permanent injury or incapacity. 

(2) Each human subject shall have a completely free choice to 
participate or not participate in any investigation and a 
free choice to terminate his participation at any time during 
the investigation. 

(3) No hu man being should be accepted for any investigation unless: 

(a) He has first been informed of the kind or nature of, and 
the reasons for, the treatment or procedures to which he 
will be subjected and of the known and possible hazards, 
disadvantages and discomforts involved both during and 
following his participation; and 

(b) His consent to participate is reduced to writing and is 
in such form as will indicate on its face that he has 
been fully informed of, and voluntarily accepts, the 
risks involved. 

(4) If the human subject is a patient who has been admitted for 
treatment by the Service, he shall not be permitted to par¬ 
ticipate in an investigation unless either: 

(a) The investigational procedure has no relation to the . 
illness for which he is under treatment and his par¬ 
ticipation will have no adverse effect on the course 
of his illness or Its treatment either by interfering 
with, postponing, or any other way affecting, his prog¬ 
ress and the standard or customary course of treatment;or 
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00 The investigative procedure is intended and designed 
to improve the condition for which he is being treated 
and he is fully informed of his right either to reject 
or refuse the treatment or procedure under investigation 
and to receive the standard or customary treatment, or 

co elect in writing to accept the treatment under 

investigation. 

(5) No subject may participate in an investigative procedure unless: 

(a) He is mentally competent and has sufficient mental and 
cosmunieative capacity to understand his choice to par¬ 
ticipate; and 

(b) He is 21 years of age or more, except that if the 
individual be less than 21, he may participate in a 
procedure intended and designed to protect or improve 
his personal health or otherwise for his personal 
benefit or advantage if the informed written consent of 
his parents, or legal guardian be obtained as well as the 
written consent of the subject himself if he be mature 
enough to appreciate the nature of the procedure find the 
risks involved. 

' (6) Both appropriate staff and equipment resources must be available 
at the place the investigation is to be conducted to give all 
possible aid and treatment in the event the human subject 
suffers an accident or an adverse reaction while participating 
in, or as a consequence of, the investigation. 

(7) The investigation must be conducted only by investigators 
qualified by scientific and medical training and experience 

to conduct the type of study involved and having the competence 
required to protect the well-being and safety of the subject; 
they and their subordinates assisting in the investigation must 
also be knowledgeable'of the possible reactions and how to 
cope with them. 

(8) Immediate reports of any untoward events harmful to participants 
and arising in the course of the investigation shall be made by 
the investigator to the review committee for the project involved 
such committee shall retain responsibility to terminate any 
investigation if the risks developing appear to outweigh 
potential, benefits or where, for any reason, further conduct 

of the investigation is not considered justified. 

5. DELEGATION . The authority to approve research projects involving human 
beings to be conducted in Bureau facilities is hereby delegated to the 
appropriate Division and Program Chiefs and their Deputies. Research 
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study protocol flies are Co be maintained in the Division and Program 
headquarters. 

EFFECTIVE DAIS . The provisions of this Circular are effective immediately. 


Assistant Surgeon General 
Chief, Bureau of Medical Services 




October 11, 1966 


C 

O 

p 

y' 

James L. Goddard, M, D. 

Commissioner of rood and Drugs 
Department of Health, Education, and Welfare 
Washington, D. C. Z0204. 

Dear Commissioner Goddard: 

Since my letter to you of September 1 and your reply of September 19, 
representatives of our member firms have given extended consideration to the 
August 3C Federal Register (31 FR 11415) order entitled "Consent for Use of 
Investigational New Drugs on Humans; Statement of Policy. " 

The comments in this letter and the enclosed memorandum, setting forth 
the reasons for our legal opinion that many provisions of the order exceed the 
authority vested in the Food and Drug Administration by the portion of Section 
05(i) dealing with patient consent, reflect the position of the Pharmaceutical 
Manufacturers Association with regard to the order. 

The August 30 statement, in our opinion .and in the opinion of many physi¬ 
cians and scientists, imposes conditions upon the investigator with which he is 
physiciaily unable to comply;-it requires-a subject or patient to make medical . 
decisions which he lacks the capacity to make; it produces an unwarranted inter¬ 
ference with the doctor-patient relationship; it prevents the conducting of mean¬ 
ingful double-blind studies; it will increase the number of medically unfounded 
professional liability suits; it makes it more difficult to obtain U.S. and foreign 
clinical investigators; it will lengthen the time required to get new life-saving 
drugs to the public; it will increase the cost of new products; and because of its 
ambiguity and inconsistent use of terms, many questions are raised as to its 
meaning and purpose. 

Informed consent, as defined in para, (h) of the Order, requires imparting 
to the person involved “a fair explanation of all material information concerning 
the administration of the investigational drug, or his possible use as.a control. " 
The investigator must inform the person (among other things) of "the naure, dura¬ 
tion and purpose" of the drug, "the method and means of administration", " all 
inconveniences and hazards reasonably to be expected, including the fact, where 
applicable, that the person may be used as a control, the existence of alternate 
forms of therapy, if any, and die effects upon his health or person that may possi¬ 
bly come from the administration of the investigational drug. " (Emphasis- added) 
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It is impossible, .we submit, to meaningfully convey to a layman all the 
information required by this definition. It is often unknown by the investigator 
how long the medication will be administered. To convert all the scientific data 
in the clinical brochure into lay terms and inform each person is a monumental 
task even assuming a layman could comprehend it. Multiply this by the alternate 
forms of therapy and the impossibility of compliance becomes clear. 

The investigator under the statement is charged with the responsibility 
of deciding whether the patient or. subject is actually informed and has made a 
wise medical choice. We do not comprehend how an investigator will be capable 
of imparting the results of his own years of education and training (and experience 
with "alternate” drugs) so completely that each and every patient, no matter how 
untrained, will be in a ppsition to capably refute or confirm the physician’s med¬ 
ical judgment. 

The definition of informed consent in the statement of policy is apparently 
an attempted-codif ication of the mass of civil case law governing such consent as 
it applies to the administration of established drugs. Entirely apart from the fail¬ 
ure of the order, (indeed, the impossibility of it) to reflect the status of the law in 
that area, the requirements of what constitutes informed consent with regard to 
"'Id well-known drugs cannot be applied to the administration of investigational 
-*ew drugs. In the latter category, much of the information required to. he imparted 
by the statement is unknown. This is especially so with regard to drugs involved 
in phase one and two studies. 

In addition to the mass of information that must he imparted under the 
Order to a patient before obtaining his consent, the practical elimination of the 
discretion provided by the 196Z Amendments and which civil law has long granted 
the physician to decide when, in his patient 1 3 best interest, consent should or 
should not be obtained, is an unwarranted invasion into the physician-patient 
relationship which will work to the detriment of the individual patient. 

The Order requires clinical investigators in clinical studies to obtain con¬ 
sent from every subject to whom an investigational new drug is ^administered pri¬ 
marily for the accumulation of scientific knowledge, for such purposes as studying 
drug behavior, body processes, or the course of a disease." In addition, con¬ 
sent must be obtained in all but "exceptional cases" from patients "under treat¬ 
ment" with investigational drugs. Under treatment is restricted to situations where 
administration of the drug "constitutes responsible medical judgment taking into 
account the availability of other remedies or drugs and the individual circumstances 
pertaining to the person to-whom the investigational drug is to be administered. " 

A patient is defined as one "under treatment. " The definition of "under treatment 1 ^ 
the very least, places all subjects in phase one and phase two studies in the role'- 
jf those to whom the drug is "administered primarily for the accumulation of 
scientific knowledge", and from whom as noted consent must be obtained in every 
case. It may even have been intended by the' restrictive definition to prohibit 
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treatment of a patient ( as opposed to a subject) in phase 3 studies. 

The exceptional cases justifying a physician not obtaining consent from 
a patient under treatment (which exceptional cases are to be strictly applied), 
are cases where it is "not feasible" to obtain consent or where obt ain i n g con¬ 
sent would be "contrary to the best interest of such human beings. " "Not feasible" 
is limited to cases where the investigator i3 not capable of ob taini ng consent be¬ 
cause of his inability to communicate with the patient or his representative. The 
term "not feasible" (which in Webster^ Seventh New Collegiate Dictionary, G&cC 
Merriam Co., Springfield, Mass., 1965, at page 432 is listed along with im¬ 
practicable as a meaning for infeasible) thus is equated in the statement of policy 
with impossibility. It should also be noted that it is the patient who is not capable 
of giving consent rather than the investigator being incapable of ob t a in i n g it. 

"Contrary to the best interests of such human beings" is restricted to.situ¬ 
ations where "the communication of information to obtain consent would seriously 
affect the patient's disease status" (emphasis added). Thus, a physician is re¬ 
quired to obtain consent where die disease status would not be affected though the 
pazienr's menial state could be seriously impaired. 

To enable a patient to receive the best treatment individually suited to his 
needs, a physician must be allowed discretion in deciding what information, if 
any, should be imparted. There axe many factors that enter the decision. Among 
the circumstances to be considered are: the type of disease or diseases the patient 
is suffering, his mental, physical, and emotional state as well as his age and intel 
ligence, and the nature of the drugs involved. 

The effect of implementation of the policy statement an meaningful double- 
blind studies will certainly be adverse. The requirement that the patient be ad¬ 
vised .that he might be given a control or a placebo will have an undeterminable 
effect on his reactions. Placebo, reactors play a large part in the evaluation of 
double-blind testing. One of the major reasons for such studies is to reduce the 
number of placebo reactors. Many persons will refuse to participate in a study 
if made aware of the possibility that they will receive a placebo when other known 
therapeutic remedies are available. 

The impossibility of compliance with the order described above will neces¬ 
sarily result in an increase.in medically unfounded medical professional liability 
suits. The view has been expressed that physicians, in order to protect them¬ 
selves, from both FDA action and malpractice suits will have to prepare lengthy 
self-serving memoranda to protect themselves in situations where they determine 
that consent should not be obtained. More than one attorney has stated that the 
only advice he can give investigators in the light of the policy statement, is to 
discontinue new drug clinical trials. We have been informed that some clinics 
have already decided to cease conducting clinical trials. 
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la the last few years, many Canadian investigators have refused to sign 
the U. S. clini cal investigation forms because of the administrative burdens in¬ 
volved. The problem can be expected to become acute in Canada and in-other 
countries as a result of the .subject statement. Increased difficulty can al 30 be 
anticipated' in obtaining capable U.Si clinicians in the face of the manifold pro- • 
blems in" attempting'to comply with the order. Consequently, more dealys in 
obtaining new drug application approvals and additional costs would seem to be 
an inevitable result if the new statement of policy remains in effect. 

There have been many questions brought to our attention concerning the 
cleaning of the order. Examples are: Why is the consent of a patient under treat¬ 
ment required to be in writing when the consent of one administered the drug 
primarily for the accumulation of scientific knowledge need only be oral? Is it 
■■ "sufficient that the written consent be only an acknowledgement that a fair explana¬ 
tion of a. - ! - : material information had been made or must it include a recital of such 
information? Why is the consent of a patient under treatment required.to be in 
writing when the consent oi his representative need only be oral? Why must the 
investigator himself necessarily be the person to render a fair explanation of all 
material information? What effect do the provisions in the policy- statement have * 
-on studies in progress on August 30 ? What effect do the provisions of the policy v 
statement have on studies in foreign countries? To what degree is the sponsor 

• legally responsible if an investigator submits a complete form FD 1572 or % and 
then does not obtain informed consent? Is it FDA’s intention to change (either 
by regulation or by other means) forms FD 1572 or 3 to incorporate the new^ 
statement? Will FDA inspectors inspect consent forms? Under the regulation,. 
how will an investigator be able to-treat a terminal cancer patient with an investi¬ 
gational new drug without informing such patient of his condition ? Is it the in¬ 
tention of FDA that double-blind studies are no longer required or desired? 

.We realize, and are in full accord with the-position, that the health of 
patients is the first consideration of a physician. We are, in addition, in agree¬ 
ment with the congressional mandate that consent be gained from both patients 
-and subject except where not feasible, or in the judgment of the investigators not 

• in the best interests of such person. The August 30 statement of policy, however, 
serves only to confuse the patient, the investigator, and the sponsor. 

The Declaration of Helsinki, prepared by the World Medical Association, 
has been gaining increasing acceptance throughout die world, including endorse¬ 
ment by many of our leading medical and research societies. Its provisions and 
similar safeguards, as well as other possible alternatives, should be carefully 
considered before unrealistic guidelines are imposed by the Food and Drug 
Administration. 

It is respectfully requested that enforcement of the statement of policy be 
held in abeyance pending consultation with those most directly involved. Repre- 
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sencatives of medical associations and societies and of the Pharmaceutical 
Manufacturers Assoc i a ti on and its member firms stand ready to assist in any 
way in the form u lation of revised guidelines which will still assure the well 
being of persons and subjects used in pharmacologic and clinical trials. 

Sincerely, 

/a/ C. Joseph Stetler 

Enclosure 
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MEMORANDUM 


Regarding Statement Appearing.in August 30, 1966 Federal Register 
Concerning Clinical Investigation of Drugs 

Section 505(i) of the Federal Food, Drug and Cosmetic Act provides, in 

« . . . Such regulations shall provide.. . . the manufacturer requiring 
that experts using such drugs for investigational purposes certify ... 
that they will inform any human beings to whom such drugs, or any 
controls used in connection therewith, are being administered, or 
' their representatives, that such drugs are being used for investigational 
purposes, and will obtain the consent of such human beings or their 
■ representatives, except where they deem it not feasible, or in their . 
professional judgment, contrary to the best interests of such human 
beings." 

The function of the "August 30 statement of policy" is apparently to set fo( 

r~n» ]Tood Drug Administration' a interpretation of the requirements embraced iu- 
he above quoted statutory language. See subsection (a) and (b) of the Statement of. 
Policy. Without considering the necessity or propriety of giving interested persons 
an opport uni ty to comment on such a statement, it is basic law that such regulations 
are only valid in so far as they are a reasonable interpretation of the statutory lan¬ 
guage.-.They may not increase the scope of the statute. 

The quoted statutory provision imposes a duty upon a manufacturer of an in¬ 
vestigational new drug to require investigators to inform hu m a n beings that the drugs 
or controls administered "are being used for investigational purposes and . * . 
obtain ( the) consent** except where they . deem it not feasible or in their professional 
judgment contrary to best interests of such human beings. The consent referred to 
is that the patient or subject will permit administration of the drug though he knows 
it is an investigational new drug. Nothing is said in the statute about conveying all 
the information that civil and (or) state law may require prior to the administration 
of established drugs. The reason is obvious. Such comprehensive data is usually 
not known concerning investigational drugs. This is why they are under investigation. 
The statements by members of Congress on the floor, describing the consent pro¬ 

visions, in no way indicate that the "informed consent" concept set forth in the regu¬ 
lation was intended by the amendment. Representative Chet Ko.iifield of California, _ 
in discussing the so-called Friedel Amendment to H.R. 11581, 87th Congress, (con¬ 

taining the same language as quoted above) stated on the floor of the House of Rej. 
sentatives on September 27, 1962: 

"If a doctor is going to do any experimenting on me, I would like to know 
that it was an experiment. I might agree and probably would if my doctor 

said 'Now, we do not know what the result of this will be, but we think it 

will be very good, we are hopeful. 1 " ( Congressional Record, 87th Congress, 
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Second Session, Page 19889) 

During the same interchange. Representative Paul Roge.rs of Florida stated, 

"I think at the present time ethics require a doctor to notify a patient before he uses 
an experimental drug. However, there are cases that have been pointed out where 
there may be a situation where consent cannot be obtained . . . ." .( Congressional 
Record, supra, p. 19889) ~ 

The statute provides that it is not necessary to obtain consent if the investi¬ 

gator (gather than the Food and Drug Administration) using his professional judgment 

decides that it is not feasible or not in the best interests of the patient or subject. 

As stated by the late Senator Estes Kefauver of Tennessee in response to a request 
for clarification of this provision: 

"On the Senate floor an amendment was offered and accepted to the 
effect that in giving experimental drugs, physicians shall consider the 
best-interests of their patients. In the House of Representatives, the 
Friedel Amendment, which was along the same line but somewhat 
tighter, whs 'adopted. In conference, an amendment in line with these 
two amendments -- suggested by the Senator from Nebraska — was 
submitted. I proposed some rearrangement of the language, but there 
was no change in the meaning. The resultant language requires the, 
patient's consent, except in instances -- as the Senator from New York 
has said — in which it is deemed not feasible as in the doctors best 
judgment is contrary to the best interests of such human beings. The 
decision must be according-to the best judgment of the doctors involved. 

There will be no interference with the doctor-patient relationship. But 

the responsibility for not obtaining the patient's consent will clearly 

rest with the physicians. ( Congressional Record, supra, p. 22042.) 

Several statements made by other Senators and Congressmen to the same 
effect also appear in the Congressional Record, supra, pp. 16337, 16341*, 16343 and 
19889. There is absolutely no basis either in the statute or in its legislative history 
for the Food and Drug Administration to dictate the circumstances under which an 
investigator need or need not obtain consent. Indeed, amendment 8-22-62. A to S. 1552, 
87th Congress, 2nd Session, proposed by Senator Jacob Javits of New York on August 
23, 1966, would have authorized the Secretary of Health, Education, and Welfare 
to promulgate the exceptions to the obtaining of consent rules. -This approach, how¬ 
ever, was dropped in favor of the present provision. It is worthy of note that several 
Congressmen and Senators specifically mentioned that an investigator should be 
allowed to exercise discretion regarding patients with* serious disease, who do not 
know about them and patients who might suffer adverse mental or emotional reactions.. 
'( Congressional Record, supra, pp. 16335, 16336, 16337, 16339, 19889.) Recognition 
as given that informing persons in those circumstances might be contrary to their 
best interests. The August 30 Policy Statement on the other hand restricts such dis¬ 
cretion to cases where "the communication of information to obtain consent would 
seriously affect the patient's disease status. " 
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The legislative history is. barren, of any Congressional intent to limit the 
implication of the phrase ,l not feasible ,, (which is equated by Webster's Seventh Nev 
Collegiate Dictionary , G. C. Marxian Co., 1965, with impractible at page 432) 
so that it means "impossible", as is done in the Statement. 

There is nothing in the statute or the legislative history which distinguishes 
between subjects and patients nor is there any indication that the consent involved 
need be obtained in writing. 

It is probable that the Policy Statement represents an attempt by the Food and 
Drug Administration to "codify" the malpractice and state laws regarding informed 
patient consent." No such responsibility has been placed upon the Agency by the Con¬ 
gress. It is .beyond the realm of reason to propose that the authority to interpret the 
meaning of a federal statute includes the authority to codify the vast and conflicting 
body of law created by federal and state courts decisions. 

It has long been recognized by the Food and Drug Administration that the pro¬ 
visions in Section 503(b) of the Federal Food, Drug and Cosmetic Act, restricting 
the prescribing of cer tain classes of drugs to "practitioners licensed by law", mean 
thar such drugs may be prescribed only by practitioners in each state who are such 
in accordance with the law of that state. It has been admitted tha t FDA has no autnoril 
to regulate who may practice medicine. The same rule applies to patient consent 
Administrative fiat cannot be employed to dictate the physician-patient relationship . w; . v 
.or other principles of the practice of medicine. 

Although affected persons are entitled by law to ignore an interpretive regulatii 
which is not a valid construction of the statute and will be prelected by proving that 
fact in any court action ins tituted by the agency; such protection is me anin gless sn 
the instant case. 

Sections 130. 3(a)(12) and (13) of the new drug regulations require that the 
sponsor obtain from each investigator signed statements including a certification by 
each investigator that “will inform any patients or any persons used as controls, 
or their representatives, that drugs are being used for investigational purposes, 
and will obt ain the consent of the subjects, or their .representatives, except where • 
this is not feasible or, in the investigator's professional judgment, is .contrary to 
the best interests of the subjects. " 

Presumably, the policy statement "interpretations" now "apply" to those 
sections. The sponsor must include in his "notice of claimed investigational exemptio: 
for a new drug" a statement that he has obtained such certification (Regulation 130. 32) 


The quotation that follows is from form FD 1572 governing phase 1 and 2 invest 
gations. It is interesting to note that the requirement for phase 3 (form FD l( 
contains identical wording with one exception. The phase "inform any patients "Sr 
persons used as controls" is replaced by "inform any subjects, including subject, 
used as controls" even though there are no patients in phase 1 studies and a large 
number of patients in phase 3 trials. 
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There is no requirement that the sponsor forward copies of these statements 
to FDA or that the investigators retain copies. However, FDA Inspectors may inspect 
the sponsors' records (Regulation 130.3(a)(5) and 130.11) as well as the investigators 1 
(130.3 (a) (12) and (13) ). The Food and Drug Administration may "blacklist" an 
investigator who "repeatedly or deliberately fails (ed) to comply with the conditions, 
of the exempting regulations" (130. (c) ) and may revoke a sponsor’s exemption for ' 
investigational use if "the clinical investigations are not being conducted in accordance 
with the plan submitted in the 'Notice of claimed investigational exemption for a new 
drug' " (Regulation 130. (d)(7) ). This becomes especially important in view of the 
decision in Turkel v. Food and Drug Administration, 334 F2d 844 (C. A. 6, 1964) that 
the revocation of an investigational new drug exemption is not reviewable in the United 
States Circuit Court of Appeals. 

Thus, although the statement of policy does not have the force and effect of law 
from the point of view of legal theory, FDA presumably could take far reaching admini¬ 
strative actios without affording interested parties their day in court. 

Accordingly, the August 30 Policy Statement should be revoked. 


495 









American Medical Association 

S NORTH DEARBORN STREET . CHICAGO. IUJNOIS 60610 

auca eoocaia 


T. J. L. M. 3 . 
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K* 


September 28, 1966 


7. 


• James L. Goddard, M.D. 
.Commissioner o£ Food and Drugs 
-Food and Drug Administration 
Washington, D.C. 


Re: Consent for Use of Investi¬ 
gational New Drugs on Humans; 
Statement of Policy (21-CFR 
130 . 37 ) .____ 


Dear Commissioner Goddard: 

We have given careful consideration to the "new statement 
of policy" governing consent for use of investigational_new 
drugs on humans which appeared in -the August 30 issue of the 
Federal Register, and submit herewith our comments. 

• Section 505(i) of. the Federal Food, Drug, and Cosmetic . .. 
Ait provides that regulations on the use of investigational 
new drugs shall impose the condition that investigators obtain 
the consent of such human beings or their representatives, ex¬ 
cept where they deem it not feasible or, in their professional 
judgment, contrary to the best interest of such human beings. 

There is nothing in that’ Section which grants the Food and Drug 
Administration authority to impose its opinion of what constitutes 
consent upon the medical profession. The "consent" provision . 
was enacted as a measure to assure that medical practitioners ^ 
protect the human rights of individuals in the investigation of 
new drugs. These rights do not emanate from the Food, Drug,^and 
Cosmetic Act — to be defined,. amplified, or interpreted by the 
Commissioner. They exist' in the entire body of civil law. 


It is impossible for the Commissioner to codify realis¬ 
tically, in the form of a policy statement, the legal requirement^ 
for valid consent under the myriad varying. circumstances whicn 
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James L. Goddard, M.D. 


September 28, 1966 


exist. There are thousands of pages of case law which per¬ 
form that function. The court in each case does and must take ' 
into account the particular fact pattern involved. Also con¬ 
sidered is Che discretion that must be left with the individual 
, practitioner if he is to be able to best serve his patient.. 

The manner in which the proposed regulation has been drafted 
’makes it appear that FDA, in one policy statement, is attempting 
"a codification of that entire body of law. For example, the 
comprehensive criteria set forth as necessary for an "informed 
consent" are seemingly derived from recent court decisions. 
^er,-~among other things, it would appear from the statement 
. chat a "representative" has unlimited legal authority to give 
-valid consent to the administration of investigational drugs to 
a child or institutionalized incompetent, person, etc., primarily 
' for the accumulation of scientific knowledge. 

From .the standpoint of proof it may be better, if the need 
arises, for- the physician to have the patient's consent in 
writing. However, the requirement that such consent shall be 
in writing exceeds existing legal requirements for' a valid con¬ 
sent and constitutes an unwarranted interference with the practice 
of medicine. The use of investigational drugs does not always 
involve unusual hazards, and it should be left to the physician's 
discretion as to whether a written rather than-an oral consent 
should be obtained. 

In providing that the "patient's consent shall be obtained 
in writing bv the investigator" is i’t intended that written 
consent shall be obtained only in the case of a patient but not 
a' subject? Is it intended that written consent shall be obtained 
rrom a patient, but oral consent is sufficient when a representa¬ 
tive acts on his behalf? Is it necessary that the patient's 
written consent be obtained only by the investigator, or can it 
be obtained by someone else? Does the "fair explanation of all 
material - information" have to be stated'in the written consent, 
or will a simple statement of consent to the administration of 
the investigational drug suffice? 
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James L. Goddard, M.D. 


September 28, 1966 


la our opinion, the policy statement exceeds the authority 
delegated to the Commissioner, contains ambiguities which _ 
would result in confusion concerning the legal responsibilities 
of physicians in the investigational use of new drugs, and is 
an unwarranted interference with the practice of medicine. We 
urge, therefore, that it be withdrawn. In any event, we request 
that its effectiveness be. stayed until representatives of the 
various interested organizations and the FDA have had a full 
opportunity to discuss the statement and explore alternatives. 

Respectfully submitted, 

T-. > 

Blasingaxne, M. D. 
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE 
mjBi.ie hcautm service 


December 12, ‘1966 


TO ; Heads of Institutions Receiving Public Health Service Grants 

ntOM : Surgeon General, Public Health Service 

SUBJECT: Clarification of procedure on clinical research and 
- investigation involving human subjects 


attached report of December 12, 1966, on the above subject, is to 
t*l*rify issues raised by Public Health Service graneees and staff since 
:£&*' issuance by this office of PPO #129, Revised, dated. July 1, 1966, 

• subject: ^Investigations Involving Human Subjects*,.'.including Clinical 
.Research: .Requirements for Review Co Insure the Rights, and Welfare of 
xlndividuals.” . . . 


.This policy refers to all investIgacions that involve ^ subject^ 
eluding investigations in the behavioral aad social sciences. It 
reflect a change in policy, but is a clarification only of che 
^policy for the use of grantees. 


fects, "in- \ 
It does not j 
current / 


Attachment 



William H. Stewart, M.D. 
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U. S. Public Health Service 
Division of Research Cranes 
Bechesda, Maryland 20014 


Oeceaber 12, 1966 


SUBJECT : Iavescigations Involving Human Subjects, Including 

Clinical Research: Requirements for Review co Insure 
Che Rights and Welfare of Individuals: Clarification 

APPLICABILITY: All ?HS Grants and Awards 


REFERENCE : PRO #129, Revised, July 1, 1966 


This report is Co clarify issues raised by PHS grantees and staff regarding 
the meaning of Che requirements .of BPO #129, Revised, July 1, 1966, subject: 
"Investigations Involving Human Subjects, Including Clinical Research: 
Requirements for Review to Insure Che Rights and Welfare of Individuals." 

Trhim policy refers co all investigations that involve human subjects, 
^Scluding investigations in Che behavioral and social sciences. The 
^grantee institution is responsible for- assuring Chat the investigations 
Si are in accord with the lavs of the co mmuni ty in which Che investigations 
'are conducted and for giving due consideration to pertinent ethicsl issues, 

• Appropriate groups of associates within the institution, and outside 
consultants if needed, are to be utilixed Co provide Che necessary review. * 
‘'Institutions may designate separate groups in order to assure competence''and 
i:: independence ■ of review for particular areas. ’ 

The principles of this policy apply moat directly and comprehensively in 
Chose instances of social, behavioral, and medical science investigations 
vhere a procedure may induce in Che subject sa altered state or cond iti on 
potentially harmful to his personal welfare. Surgical procedures, Che 
^-administration of drugs, ehe requirement of strenuous physical exertion, 
and participation in psychologically or socially harmful activities are 
examples of 'experimental arrangements which require thorough scrutiny by 
institutional review groups. Such procedures require continuing overview 
and full documentation for the record. 

Aside from the above types of procedures, there is a large range of 
social and behavioral research in which no personal risk to the. subject 
is involved. ’ In these circumstances, regardless of whether Che investigation 
is classified as behavioral, social, medical, or other, the issuea'of concern 
are Che fully voluntary nature of the part i cipat i on of Cha subject, the 
maintenance of confidentiality of information ob t a in ed from Che subject, 
and Cha protection of Che subject from misuse of Che findings. For example. 
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* major class of procedures in Che social and behavioral sciences does no 
taore Chan observe or elide information about the subject! 1 * status by 
means of administration of CesCs, iavenCoriea, questionnaires, or iurveys of 
personality or background. In such instances, the ethleal considerations 
^y° luncar y participation, confidentiality, and propriety in use of the 
findings are the mose generally relevant ones. However, such procedures 
a^T in many instances noe require ehe fully informed consent of Che subject 
or aven his knowledgeable participation. In such Instances full and specific 
documentation is necessary for the record. 

Many investigations in Che social and behavioral sciences involve preeedurea 
designed to alter Che status of the individual as, for example, studies of 
learning, social perception, or group effectiveness. In such research Che 
effects, if any, on the subject may be transitory or even more or less 
permanent, but they must be Judged clearly not to be harmful or not to 
involve Che risk of harm. 

Whatever the nature of the investigation, Che concern for the protection 
of Che subject and for Che assurance of voluntary participation becomes 
moaC critical when the subject is not of age or competence to make an 
adequate judgment in his own behalf. 

These are only some examples of issues which may arise. The fundamental 

point is ChaC every project muse, be considered on an individual basis Co 
‘-clarify b, if any, such, issues are present and to insure Chat these 
are adequately resolved by the specific design of its procedures. For 
this reason, it is essential that the grantee institution be responsible 
for the clarification and resolution of all ethical and other pertinent 
issues. The appropriate mechanism for this purpose is the utilization ofir- 
groups of aaaociates, established at Che institution to provide competent/ 
..-independent review. Based on its knowledgeable scrutiny of Che specifics 
of Che investigation involved, such a review group em decide which issues 
are germane and ascertain Che adequacy of provisions for protecting the 
rights and welfare of human subjects in research, Che appropriateness of 
the methods used to secure informed consent, and the risks and potential 
benefits of Che investigation. 


ORIGINATING 0PFIC2; Office of Che Director, Division of Research Grants 


APPROVED 3Y: Grants Policy Officer, OSG 



Index: Clinical Research 

Human Subjects: Behavioral Investigations 
Clinical Investigations 
Medical Science Investigations 
Social Science InvesCigaCioas 
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'•OAK RIDGE ASSOCIATED .UNIVERSITIES > 

• Oak Ridge,' Tennessee 

Patient Admittance Agreement 


The Oak Ridge Institute of Nuclear Studies (ORINS) Medical 
Research Hospital‘is operated by Oak Ridge Associated Universities 
(ORAU) for the U. S. Atomic Energy Commission (AEC} for the conduct 
of certain clinical research programs. These programs are mainly ■ 
in areas allied to the application of radiation and radioisotopes 
to medicine and other health sciences. 

I understand that.I have been accepted as a patient for 
admission to the hospital, or as an outpatient, because my physical 
condition has been determined by the hospital staff to make me a 
suitable patient for a currently active clinical research project. 

I further understand that while a patient- at the research 
hospital examinations', treatments, and tests may be prescribed 
which are experimental in nature and I hereby consent to such.ex¬ 
aminations, treatments, or tests. Notwithstanding the above, I 
reserve the right to a full explanation of any such proposed 
examination, test, or treatment and the right to withdraw my con¬ 
sent. T“ further reserve the right to withdraw completely should 
I find that I am unable to continue. 

■I further understand that I can remain in the research hospital 
only so long as I am needed for research purposes, and that I must 
be discharged when my participation in a study is completed and when, 
in the ouinion of the hospital staff, my medical condition permits. 

In such event, I understand that ORAU, its officers, employees, and 
agents, cannot assume responsibility for any continued medical care. 


The above statements have been explained to me by the member of 
the Medical Division staff named below*. I understand and accept the 
statements. 

I have not been influenced in making this agreement by any 
representations or statements regarding improvement in my physical 
condition or the probable results of any treatments received, but 
instead expressly assume all risks incident to my hospitalization, 
care, and treatment. 


patient' s'Signature 


Medical Division'-staff member's 
signature 


Parent or gu§^s.ian‘s signature Date- 



OAK RIDGE ASSOCIATED UNTVERSITIES 
Oak -Ridge Tennessee' 

Consent to Exxreri 1 n. 9 n.tal* Treatment- 


. * I' authorise the performance, upon, 
of the following treatment: ‘ 


(ijiy^jeir $T' name of patusnt) 


(.State nature of treatment) 

The nature and purpose of the treatment, passible alternative 
methods of treatment, the risks invo.lved, and the possibilities, of 
comnlicatians have been explained to me. I. understand that this 
treatment is not the usual treatment for my disorder and is there¬ 
fore experimental and remains unproven by medical experience so 
that the consequences may be unpredictable. ...... 

DATE: . - ■ X ' ____ - __ '-••* _ 

7 f (Patient or person authorized to 

consent for patient]. 

WITNESS _ 


I have talked with _ - _;_ about 

Name "~ * 

the proposed course of treatment to be given _,_ - _ 

. 

including the following:*_ - - •- • _H_ 


r—w Physician Date 

*Physician should indicate experimental drugs, radioisotopes, 
radiation therapy, and/or possible placebo or sham therapy. 


CONSENT TO EXPERIMENTAL TREATMENT MED -146( 
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OAK 'RIDGE. ASSOCIATED UNIVERSITIES ' 

Oak Ridge, Tennessee 

Authorisation for the Administration .of'Radioactive'Substance 

I hereby authorize the staff of the ORINS Medical Division to 
administer to ■ the following radio¬ 
active substance . . .. - _ 

Nuclide Chemical 

Dose " Route of administration : ~~ 

The purpose of this procedure has been explained to me as being: 


Its relevance to my condition, the risks and any. possible alternative: 
have been explained to me. 


Name os'tpatient 


-f?- 


AUTHORIZATION FOR THE ADMINISTRATION OF RADIOACTIVE SUE STANCE MED-148 (1-67) 
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umsiiI haiard to the subjects are forbidden exec.-: 
wav:’, the study or experiment, anti the u<e c. 
\oluntitr human subjects, has beer. approve.: 
tn the decretory of the Navy. Such studies or 
experiments snail be approved via their cha:r, 
of command. In each case the experimental .re¬ 
sign and medical support shall be reviewed by 
die Chief. BUMED. to dctcrniinc the adequacy 
of the safety factor. 

t2> Volunteer Policy .—Participation shall be 
on a volunteer basis only. Volunteers, after full 
information, shall consent in writing but shall 

• not be required to execute a release from future 
■ liability for negligence attributable to the Navy. 

(31 Administrative Procedures-. —Requests tor 
the use of volunteers as subjects for medical or 
other potentially hazardous experiments shall 
be submitted in accordance with SECNAV In¬ 
structions and such implementing Instructions as 
may be promulgated by lesser authority. 

(4) Record .—For each instance a statement 
shall be entered in the individual's medical rec¬ 
ord indicating the work-unit number aci title, 
and a notation of the physical and/or psycho¬ 
logical effect, or lack of same, resulting from the 
investigation. .--— 

\20-9. Experimental A ni mal s 
\ (1) Department of Defense Instruction 3216.1 
Inf 19 April 1966 established the policy governing 
!fr‘tbe use and care of experimental animals involved 
.» in the research, development, test, and evaluation 

* programs of DOD Components, and also certain 
public information aspects pertaining __ thereto. 
Pertinent portions are quoted below for com¬ 
pliance: 

\ III. POLICY. The Department of Deteaseb one of 
Ithc Federal agencies which, along with dfiTsctemifie 
1 community and a majority of the United states public. 

corporated into the regular research or develop- |55i»tnhutiag ^^d”^«”wemret of national de¬ 
ment program at any time by submitting them \ tense objectives and to the public wel fare. It is anuri¬ 
as a proposal in accordance with article 20*6(4). 1 ! '* 


.1;. 1 • i- f».. ilMviUTJi V-* wsu’Sn'sal Status. 

'*! . .in.an -ir.ui::.:.... * *;uuirvnwh* 

.- artivit" Id'.2.- .it N:\Vlu. :.*• 'utunit mu 
copy vacli publisht-d srti. .• >•’( . 

20-7. Navy Laboratory Fuads (lndepcndc::*. 

Research ) 

(1) Obircthc*.— I'he prit;.ip:tl objectives of 
■ the Nasy Laboratory Funds Frugram are en- 

' hance the competence of a laboratory; permit 
.it to grow in scientific stature; improve its ability 
to attract competent investigators; initiate chal¬ 
lenging work and ultimate-’v improse its capa¬ 
bility to make new ideas ar.J fresh approaches 
pay off in terms of its directed programs. 

(2) Funds .—Subject to the current availability 
of funds, BUMKI) wHI provide major research 
and development command activities with Navy 
Laboratorv Funds to conduct independent re¬ 
search. The Funds will be furnished to provide 

' flexibility for the investigation of new ideas 
generated during the year for which there is 
no provision for funding in the formal program. 

, The Navy Laboratory Funds will be in addition 
to those provided for approved or assigned work 
units, and since they are primarily to augment 
and- exploit technical competence, they shall not 
be used to make up deceits in directed parts of 
' the program, nor normally to sponsor contract 
research. 

(3) Controls .—Prior BUMED approval is not 
required for studies undertaken with these funds. 
The commanding ameer of the laboratory will 
direct the use of these funds and may set 
up a board of senior investigators to assist him 
in the selection of studies to be. conducted. These 
studies should normally have a 2-ycar limitation. 
' to be extended oniy with specific BUMED ap¬ 
proval. Projects showing promise shall be- in- 


(4) Report.—Activities provided Navy Labo- 
retory Funds shall submit a letter report. Report 
of Independent Research Funds (Report Symbo: 
MED 3920-1), to reach BUMED (Code 71) no 
later than 15 July each' year. The reporting 
period shall be the fiscal year in which funds 
are received. The content of the report shat! 
include the identification of studies undertakes. j 
progress or results, and obligations and expenui- 
cures against the studies. , 

\ 20-8. Use of Volunteers in Medical or Other 

Hazardous Experiments 

11) Approt a.'.—Experimental studies of a raed- 
■ ical nature or experiments which pose any un- 


—it investigations with experimental animals » 
support of national defense requirements will increase 
because of the widening scope of miliary operanons. 
Despite general acceptance, the use* of animals in re- 
search bis proved to be a sensitive si-biect among var¬ 
ious croups in the United State* and foreign countries. 
For this reason the following policy is ecunriatcd: 

A. On the Care of Experimental Animals 

1. All aspects of investigative programs involving 
the use of laboratory animals sponsored ey DoD Com¬ 
ponents will be conducted according so the principles 
enunciated in the "Guide for Laboretcrv Animal Faeiii- 
nes and Care." (ref. (O). This guice represents the 

.views of the American prosessional groups in tne lire 
sciences. 

2. Laboratory staffs and facilities shall in all cases 
be sufficient to meet the high stancaras desired, includ- 

: the provision of all necessary support services suen 
veterinary care and trained service personnel, anc 


20-5 

Change 36 
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MEDICAL DEPARTMENT. U. S. NAVY 




21 i-k Ustr 01 Volunteers in Medical or Other Hazardous 
Experiments 

* li Approval. — Experimental studies of a medical nature 
or experiments which pose any unusual hazard to the. subjects 
are forbidden except when the study or. experiment, and the 
use of volunteer human subjects, has been approved by the 
Secretary of the Navy* Such studies or experiments s hall be 
approved via their chain of command. In each case the 
experimental design and medical support shall be reviewed by 
the Chief. BUMED. to determine the adequacy of the safety' 
factor. 

• (2) Volunteer Policy — Participation shall be on a volunteer 
basis only. Volunteers, after full information, shall consent 
in writing but shall not be required to execute a release from 
future liability for negligence attributable to the Navy. 

(3) Administrative Procedures. — Requests for the use 
of volunteers as subjects for medical or other po tentially 
hazardous experiments shall be submitted in accordance with 
SECNAV Instructions and such implementing Instructions as • 
may be promulgated by lesser authority. 

(4) Record. — For each instance a statement shall be entered 
in the individual’s medical record indicating the work-unit n umb er 
and title, and a notation of the physical and/or psychological 
effect, or lack of same, resulting from the investigation. 

Change 35, .7 March 1267 
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFAR 
PCBUC HEALTH SERVICE ' 


TO : See list below date: October 30, 1967 

PROM : Surgeon General 


subject: PSS policy for 'intr a m u ral programs and for contr acts when investigations 
'involving human subjects are included 

' I. Introduction 

Advances in health depend on the creation of new knowledge. The Public 
Health Service conducts and supports research in medicine, in the health 
sciences and in tie sciences related to health to obtain this knowledge. , 
Some of this research can be done in the test tube and laboratory animals, 
but man himself is the ultimate necessary subject of study in the clinical 
phases of medical research, in most social and behavioral research and in .. 
^ epidemiologic and other public health research. The use of human beings 

as subjects in research .poses problems for the investigator and his insti- i 
tution. The principles which follow reflect the present position of the 
Public Health Service and apply to intramural programs and to contracts 
(a statement .of policy applicable to ex t ramu ral programs was issued in 
PHS Policy and Procedure Order No. 129, revised July 1, 1966, supplemented / 
• ~ December 12, 1966, and January 24, 1967). 

Each Bureau Director*, having responsibility for intramural programs and 
for contracts, shall file with the Surgeon General a description of the 
policy and procedure that his Bureau will follow in adhering to these 
principles. The Bureau Director shall report to the Surgeon General all 
subsequent changes in this policy and procedure. 


r;n- *- - 

UNITED^tATES GOVERNMENT 

Memorandum 


•Reference is to all Directors who report directly to the Surgeon General, 
e.g., those of the Office of Comprehensive Health Planning and Development, 
OSG, the National Center for Health Statistics, and the National Library of 
Medicine. 


Addressees; 


Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Director, 

Assistant 


Office of Comprehensive Health Planning and Development, OSG 

Bureau of Disease Prevention and Environmental Control 

Bureau of Health Manpower 

Bureau of Health Services 

National Center for Health Statistics 

National Institute of Mental Health 

National Institutes of Health 

National Library of Medicine 

General Counsel (Public Health Division) 
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A. 


The Subject, 


Intr a m u ral Programs 


The welfare of the individual is. paramount. 

1. Health and Safety'. 

a. The subject must have available to him the facilities and 
professional attention necessary for the protection of his 
health and safety. 

b. The health and safety of persons other than the subject, if 
endangered by the research procedures, must be protected. 

2 . ■ Rights . • 

a. Respect for the Subject’s privacy, dignity, comfort and 
legal rights is essential. 

b. The individual must be free to make his own choice whether 
to be a subject in research. His participation shall be 
accepted only after he has received an explanation of the 
.procedures, benefits, hazards and discomforts, and, suited 
to his comprehension, of the reasons for the study and its- . 
general objectives. He must be informed of his right to 
withdraw from the study at any time. An explanation so - 
detailed as to bias his response or otherwise to invalidate 
findings is not necessary in those behavioral, social, 

-•epidemiologic and demographic procedures that involve no 
risk of harm- to the subject. 

c. The considerations that relate to the particular situations 
in which the subject’s fiilly informed consent may not be 
desirable or necessary are described in Sections IIE1, 4, 

5 and 6, below. 

B. The Research . 

1. Excellent clinical and.other research in man is to.be encouraged. 
Achievement of-excellence requires sound and creative scientific 
design which incorporates effective measures for ensuring that the 
potential benefits to the subjects and the importance of the 
knowledge to be'gained outweigh the inherent risks to the health, 
safety, comfort and rights of the subjects. Investigations shall 
be designed to preclude nondiagnostic or nontherapeutic procedures 
with inherent likelihood' of death or of serious or permanent 
mental or physical impairment of the subjects. 
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2. Ma~ier Categories of Subjects in Research . 

a. Patients : Individuals who come to a physician or dentist 
for advice and care. 

Studies wi-A patients may be classified as: 

(1) Diagnostic, therapeutic, or preventive in intent, 
which help the physician or dentist to understand 
and take care of the patient or to understand and 
take care of his relatives when it is appropriate 
to- investigate the familial nature of a disease 

(2) Designed to elucidate basic mechanisms of the patient’s 
disease process but not resulting in direct or early 
benefit to the patient 

(3) Not intended for the direct benefit of the patient-.-” 
and not directly related to his disease (the patient 
in such a study serves in a role similar to that of 

a normal volunteer). 

’ b. Normal Volunteers : Individuals without known significant 
—~ ."disease who have volunteered to participate in research 
in a clinical setting (hospital, clinic or other place 
where patients receive medical or dental treatment) or 
to participate in evaluative studies designed to improve 
r. the health of the public (e.g., studies of vaccine develop- 
- ment or nutrition). 

c. Other-Research Subjects : Individuals who participate in 
studies not conducted in a clinical environment (examples 
include certain studies in the behavioral and social 
sciences, epidemiology and demography). 

Review and Approval. 


1. All proposed investigations shall be reviewed, for adherence to 
the above principles, by other than those directly involved in 
•the conduct of the research. The depth of review and the ad¬ 
ministrative level of consideration and approval must be .com¬ 
mensurate with the character of the research and with the 
magnitude of the benefits and hazards to the subjects. 

Examples of appropriate levels of review and approval for several 
broad categories of clinical and other research including human 
subjects are set forth in Section HE, below. In general, the 
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approval of a project involving a normal volunteer or of a 
project involving a patient when the project is not intended 
for his benefit shall be at the level of the Bureau Director. 

2. The review of proposed investigations shall include group 
consideration of the following: 

• a. The scientific merit of the proposal, including its 
research design and the importance of the knowledge 
to be gained 

b. The qualifications of the responsible investigator 
(defined below) and the adequacy of facilities and 
other resources for both the work to be done’ and the 
protection of the subjects 

c. The- risks to the subjects 

d. The adequacy of the procedures for securing informed 
_ consent from the subjects 

e. The adequacy of measures for the protection of the 
health, safety, comfort and rights of the subjects. 

3. The review, by co mm ittee, specialized panel or other group 
structure, must assure that the judgments about the investi¬ 
gator and his proposal are determined by several persons and ' 
are objective, competent and valid. 

4. Significant changes in protocol and emergent problems of in¬ 
vestigation, particularly changes or problems that may affect 
the health, safety, comfort or rights of the subjects, shall be 
brought to the attention of the review group involved. 

D. Responsibility. 

1. The immediate responsibility for the welfare of human subjects 
in research rests with the person in charge of the design and 
conduct of the research (responsible investigator). 

a. The purely medical or dental aspects of a research project 
shall be under the supervision of physicians or dentists 
who are specifically, rather than generally, qualified to 
assume responsibility for the health of the subjects. It 
is the responsible investigator or his designee who must 
inform the subjects about the project and seek their informed 
consent to participate. He must take effective action when 
significant pathology is observed during an investigation. 
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regardless of the relationship of the pathology to the 
investigation. Illustrative of such action is treatment, 
if the investigator is the appropriate and qualified 
therapist, or notification of the patient or his physician 
or dentist. 

b. The responsible investigator must be qualified to. conduct 
his project. These qualifications must be examined in 
detail; special training and experience may be more im¬ 
portant than formal credentials. 

c. A PHS employee, detailed to a non-PHS organization where 
he is responsible for an investigation involving human 
subjects, shall co m ply with PHS policy to the extent this 
policy does not conflict with that of the sponsoring organ¬ 
ization. He must, however, assure that the procedures of 
his investigation reflect standards of ethics and of other 
concern for the individual that are no less rigorous than 
those of tiie PHS. (Section III, below, states the relevant 
PHS policy for contr ac ts, and PHS PPO £129, revised, for 
grants.) 

Z. The Bureau Director or his- designee is responsible for determining 
the particular mode of group review, for selecting.the membership 
of the group, and for acting on the group’s recommendations for 
approval, disapproval or modification of proposals. 

3. Existing lines of authority within the Bureau shall be used to 

■ assure adherence to these principles and to assure effective com¬ 
munication between review groups and investigators. 

4. Written records shall be maintained of the review and of other 
deliberations of the groups appointed for the review. 

E. Special Considerations . 

1. • Research consisting of observations made during the administration 
of accepted health care procedures may require no more than review 
in discussion by the investigator responsible for the project with 
colleagues, including supervisory personnel not personally involved 
in the study. Ward rounds, conferences, or staff meetings provide 
appropriate occasions for this type of review. The need to obtain 
informed consent is determined by the specific procedures involved 
in routine practice; consent is often not required for observational 
research. 
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2. Research deviating from accepted medical or dental'practice 
(certain studies referred to in Section XX32a(l)) shall be 
given more formal group' consideration as specified by the 
Bureau Director. The responsible investigator shall record 
the patient's informed consent in the medical or dental record. 

3. Research involving normal volunteers (Section IIB2b) and patients • 
who are serving in a similar role (Sections IIB2a (2) and (3)) 
shall be reviewed by a g ro up established in accordance with 
Section UC. The final decision is to be made by the Bureau 
Director or his designee. Wr i tte n informed consent is preferable 
in all cases and is mandatory for all projects involving normal 
volunteers. 

4. The review of research in tie social and behavioral sciences and 
in epidemiology, demography and related disciplines involves 
additional special considerations. Separate groups may be desig¬ 
nated to assure competence and independence of review for particular 
areas. 

In much of such research there is no personal risk to the subject x - 
- and tie issues of concern are -die fully voluntary nature of the 
participation of die subject, the maintenance of confidentiality 
of information obtained from die subject, and the protection of 
. the subject from misuse of die findings. For example, a major 
class of procedures in the social and behavioral sciences does 
no more than observe or elicit information about the subject's 
status by means of tests, inventories, questionnaires or surveys 
of personality or background. In soch instances, die ethical 
considerations of voluntary participation, confidentiality and 
propriety in use of the findings are the most generally relevant 
ones. The procedures may in many instances not require die fully 
informed consent of die subject or even his knowledgeable partici¬ 
pation. In such instances full documentation is necessary for 
the record. 

Some investigations in die social and behavioral sciences involve 
procedures designed to alter die status of the individual, as, 
for example, studies of human learning, social perception or group 
effectiveness. In such research die effects, if any, on die 
• subject may be transitory or enduring but must be carefully as¬ 
sessed for their possible harmfulness. 

5. Whatever the nature of die investigation, the concern for die 
protection of the subject and for the assurance of voluntary 
participation is essential anc becomes most critical when the 
subject is not of age or competence to make an adequate judgment 
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in his own behalf. Studies involving children, the mentally ill 
or tiie mentally defective shall be carried out only when there 
is no significant risk of physical or mental harm to the subject 
or when direct benefit to the'subject is anticipated. The specific 
issues shall be considered by' : a review group, as specified by the 
Bureau Director or his designee. In general, written informed 
eonsent of the "parent or guardian shall be required for all medical 
.or dental studies with such.subjects, except in studies of an 
observational nature or in -those conducted during the administra¬ 
tion of 'accepted health care procedures that do not require spe- 
' cific informed consent in ordinary practice. Any exceptions shall 
• be carefully considered and fully .documented. Written informed 
consent of .-parent or guardian may be desirable in certain other 
studies with these groups and shall be required if conditions 
wa rran t. 

6. Studies of individuals with limited civil freedom shall also be 
.subject to group consideration and approval as specified by the 
Bureau Director or his designee. Informed consent of the re¬ 
sponsible authority shall be required in all cases. Written 
informed consent of the individual' shall also be required except 
for studies of an observational nature, conducted during the 
administration of accepted health care procedures that do not ■ 
"fecuire soecific informed consent in ordinary practice. ' 


III. Procedures for Contracts 


A. Any research contract likely to require the use of human subjects in 
carrying out the contract shall be reviewed, prior to final approval, 
by an aporopri 2 te group (see Section IIC) to determine the performer’s 
capability for meeting* his responsibility to protect the rights and 
welfare of the research subjects. The contract shall contain pro¬ 
visions making clear that the performer is responsible for protecting 
the rights and welfare' of the research subjects and for conducting 
the work carefully and prudently. 

B. If the prospective performer is a grantee who has given and has had 
approved by*the PHS an assurance in. accordance with PPO £129, revised, 
relating to investigations involving human subjects, the contract 
shall require that the work be conducted in accordance with that 
assurance. 
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If an institetign-wide assurance has not been given or approved, the 
contract shall contain provisions requiring:^' __ 

submission, subject to. approval by ajresearch review group 
:i- -^-^klished, ^ the, initiat ing bureau in accordance with Section II 
a protocol,'supplemented with -fare "4wfi a w j t f qi'ytMirr the quali- 
'_fications of the investigators and_the/;facilities' to be made 
-* bo& to conduct, the work~and~tP~protect -fee - subjects. 

2«* ?he. speci fi ca t ion of measures othexyisi'to secure adherence to 
.. .the principles in Section 32. • ; ••• 


















» MATERIAL TRANSMITTED • 

AMM 7170-1, Human Reaearch Planning and Approval, sets forth general 
policy and procedures for the planning and approval of research involving 
human subjects. 

* hling instructions 

Insert the attached in the NASA-Ames Management ManuaL 



Assistant Director lor Administration 
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SECTION 


AMM 7170-1 


.PROGRAM FORMULATION 


SUBJECT 


Human Research 

Planning, and Approval 


'1. PURPOSE 


This article, sets forth general policy and procedures lor- the planning and 
approval of research involving human subjects. 

2. APPLICABILITY 

This article applies to all human-research conducted lor or on behalf of 
Ames Research Canter by: 

a. Any officer or employee of the United States or any other person, en¬ 
tity, or institution. 

b. Any NASA contractor, subcontractor (at any tier), or grantee, to the 
extent that this article is incorporated, by reference or otherwise, in 
the relevant contract, subcontract, or grant. 

3. AUTHORITY 

. Section 203(b)(1) of the National Aeronuatics and Space Act of 1968 as 
amended, 42U.S.C. 2473(b)(1). 

L' DEFINITION}' "HUMAN RESEARCH" 

Notwithstanding other technical usage, the term'"Human Research," for 
purposes of this article,.means any test, experiment, or other evaluation 
procedure in the course of which,, or as a result of which, a human sub¬ 
ject may be exposed to conditions which could reasonably bs expected to 
cause distress, pain, impairment of health, physical injury/ personality 
or emotional disorder, or death. 

6. RIGHTS OF SUBJECTS 

Apart from the obtaining of a proposed subject's consent in accordance 
with paragraph 8, no subject shall be asked to waive any rights that may 
arise in connection'with any injury, loss, or death suffered.^ the subject 
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aa a result of human research. 

6. GENERAL PROCEDURAL REQUIREMENTS FOR HUMAN RESEARCH! 

WAIVERS 

a. Except as provided in subparagraph 6b, all human research within the 
scope of this article shall be conducted only In accordance with the pro¬ 
cedures set forth In paragraphs 7 through 12. 

b. In some instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of such human research. In such Instances, upon the request 

• of the principal investigator, the Director may, at his discretion, waive 
some, or all, of the requirements contained in this article. Moreover, 
sjhe Director may, at his discretion, categorically waive the require¬ 
ments of this article, in whole or in part, with respect to classes . of 
trained persons who knowingly follow a specialized calling or occupation 
which is generally recognized as hazardous including, by way of de¬ 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however,.shall be construed aa authorizing 
the use or employment of any person for any purpose if there exists 
a likelihood that such employment will result in serious or permanent 
Injury or death. 

7. EXAMINATION OF SUBJECTS ST PHYSICIANS 

a. No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub¬ 
ject medically qualified therefor. Such finding shall be based upon an 

examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 

b. At the conclusion of the human research, the-subject shall be re¬ 
examined by a physician. 

c. A report of the results of such examination end re-examination shall 
be promptly forwarded to the Director. 

fi. VOLUNTARY INFORMED CONSENT 

a. Except as provided in subparagraph 8b: 

(1)' No human research may be conducted unices the subject volun¬ 
tarily agrees to participate in the human research, has freely 
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given his Informed consent in accordance with ‘this subparagraph 8a.. 
and has the legal capacity to so consent 

(21 No consent given by a subject shall be deemed informed unless, 
prior to the giving of consent, the proposed human research .is 
explained to the subject in language understandable to him. Such 
explanation must include the nature, duration, and purpose of the 
human research; the manner in which it will be conducted; and all 
foreseeable risks, inconveniences, and discomforts to the subject 
that might result from the conduct of the human research. If the 
nature of such risks, inconveniences, or discomforts is not known, 
this fact must be made known to the subject, in addition, the sub¬ 
ject must be informed that he may withdraw from the human re¬ 
search at any time, or if this is not in fact the case (because the 
circumstances of the experiment make such withdrawal unwise, 
dangerous, or impossible), he must be so advised. 

(3) A subject must give his consent in writing in such form as will 
indicate that he has been fully Informed of, and voluntarily accepts, 
the risks, inconveniences, and discomforts which may be involved. 

(4) A person who is a minor or who is without legal capacity to give •*“ 
his voluntary informed consent shall not be a subject of human re - " 
search without specific authorization in writing signed by the NASA J 
Administrator. 


. b. The Director may waive some or all of the requirements of subpara¬ 
graph 8a if he determines that, due to the requirements of the proposed 
human research (e. g., necessity that the subject be unaware that he 
is participating in an experiment; nature of experiment requires use of 
minors when otherwise authorized),..such research would be seriously 
hampered by any of the requirements of subparagraph 8a. . 

9. PROTOCOLS.; AUTHORIZATION- 0? HUMAN RESEARCH BY TEE DIRECTOR ' 

a. No human research within the scope of this article may be conducted 
unless: 

(1) The principal investigator has submitted to the Director a protocol. ~~ .. 
prepared in accordance with Attachment A. 

(2) The Director, after considering the protocol of the principal in¬ 
vestigator, authorizes the human research. 

b. In deter mining - whether the proposed human research should be authorized’,’ 
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This article sets forth general policy and procedures lor-the planning and 
approval of research involving human subjects. 

2. APPLICABILITY 

•i*' 

This article applies to 'all human-research conducted lor or on behalf of 

Ames Research Center by: 

a. Any officer or employee of the United States or any other person, en¬ 
tity, or institution. 

b. Any NASA contractor, subcontractor (at any tier), or grantee, to the 
extent that this article is incorporated, by reference or otherwise, in 
the relevant contract, subcontract, or 

3. AUTHORITY 

Section 203(b)(1) of the National Aeronuatics and Space Act of 1958 as 
amended, 42U.S.C. 2473(b)(1). 

L.' DSSmmONt "HUMAN RESEARCH" 

Notwithstanding other technical usage, the term M, Human Research," for 
purposes of this article, means any test, experiment, or other evaluation 
procedure in the course of which,, or as a result of which, a human sub¬ 
ject may be exposed to conditions which could reasonably be expected to 
cause distress, pair*, impairment of health, physical injury* personality 
or emotional disorder, or death. 

6. RIGHTS OF SUSJSCTS 

Apart from the obtaining of a proposed subject's consent in accordance 
with paragraph 8, no subject shall be as iced to waive any rights that may 
arise in connection‘with any injury, loss, or death suffered.by the subject 
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as a result of human research. 

6. GENERAL PROCEDURAL REQUIREMENTS FOR HUMAN RESEARCH; 

WAIVERS 

a. Except as provided in subparagraph 6b, all human research within the 
scope of this article shall be conducted only in accordance with the pro¬ 
cedures set forth in paragraphs 7 through 12. 

b. In some instances of human research, the requirements set forth in 
this article may, for various reasons, not be necessary to protect the 
subject of such human research. In such instances, upon the request 

• of the principal investigator, the Director may, at his discretion, waive 

some, or all, of the requirements contained in this article. Moreover, 
>^the Director may, at his discretion, categorically waive the require¬ 
ments of this article, in whole or in part, with respect to classes .-of 
trained persons who knowingly follow a specialized calling or occupation 
which is generally recognized as hazardous including, by way of.de¬ 
scription but not limitation, the callings of test pilots and astronauts. 
Nothing contained herein, however,. shall be construed as authorizing 
the use or employment of any person for any purpose if there exists 
a likelihood that such employment will result in serious or permanent 
injury- or death. 

7. EXAMINATION OP SU3JSCTS BY PHYSICIANS 

a. No human research shall be conducted unless a physician, having been 
informed of the nature of the proposed human research, finds the sub¬ 
ject medically qualified therefor. Such finding shall be based upon an 
examination of a nature and scope believed by the physician to be 
reasonable under the circumstances. 

b. At the conclusion of the human research, the-subject shall be re¬ 
examined by a physician. 

c. A report of the results of such examination end re-examination shall 
be promptly forwarded to the Director. 

8. VOLUNTARY INFORMED CONSENT 

a. Except as provided in subparagraph 8b; 

(1)' No human research may be conducted unions the subject volun¬ 
tarily agrees tc participate in the human research, has freely 
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•the Director will consider, among other things, whether: 

(1) The importance of the objective of the research outweighs the inher¬ 
ent risks to the subject. 

(2) The subject of the human research will be unnecessarily exposed 
' to risk of injury, discomfort, or inconvenience. 

(3) The subject or his representatives will receive adequate comperaa- 
1 tton, by reason oi insurance, woriman‘s compensation, on the 1U«, 

in the event the subject suiters any loss, injury, or death as a re- 

suit of the human research. 

10, ADVISORY BOARDS 

The Director may, at his discretion, appoint a board to advise him as to 
matters within the scope of this article. 

11. LEGAL'AND MEDICAL REVIEW 

’ A ctmy ci the protocol to be submitted to the Director in accordanee with 
9 or waiver requests submitted pursuant to paragraphs 6 and 
Bb, Sail be*submitted through the Chief Counsel and the Chief, Medical 

Office. 

■ 2l REPORTS OP INJURIES AND CHANGES IN PROCEDURES 

* The principal investigator of human research within the scope of the article 
shall immediately inform the Director in the event of: 

a. Any injury to a subject. 

b. Any deviation from the procedures set forth in the protocol submitted 
pursuant to paragraph. 9. 

13. distribution 
ADSL-10 


H. JulUn Allen 

'.Director 

t * 
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. The* protocol to be submitted to the Director in accordance with paragraph 9 

shall provide the following information: 

1. The title of the proposed research. 

2. Name of organization conducting the research or for which the research 
is being conducted. 

3. Name and qualification s of prlhelpaTlnvestigator 'fand'oTco- inve stigators > 

if any). ' ' 

>^,4. Name and qualifications of persons who will conduct the human research 
(unless covered in item 3). 

5. The purpose of the research, including an explanation of why the"use of 
human subjects is required. 

6. The plan of study. 

•f. 

7. Historical background of the research, with references to pertinent 
scientific literature. This should include a discussion of relevant prior 
research using humans and/or animals. 

8. Proposed safety precautions. 

9. Expected duration of the study. (Give approximate beginning and ending 
‘dates.) 

10. Expected number of subjects‘to be used. 

11. The source from which subjects are^expected to be obtained. 

12. Criteria to be used in selecting subjects. 

13. Possible inconveniences, discomforts, pain, and risks to the subject the 
research may present 

14. Will the subject be free to withdraw from the research at any time? If 
not, when and why. 

^ 16. Wage, salary, or other payment, 11 any, to be paid to the subject. • 
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1-fr- Source (Federal or state compensation acts, Insurance-, other)and generali 
description (include examples oif dollar amounts) of 
to be received by-a subject or his representatives in the event of injury. 

17. Availability of a physician during'the research. (Indicate whether a pfcysi- 
cian will be present at all times; if not, the-location of the nearest physi- 
cian(s) during the performance of the research.) 

18. What information concerning the hu m a n research is intended to be commu¬ 
nicated to the subject. (Include information to be communicated to the 
subject in the course of obtaining his consent. See paragraph* of the 

' ^article. )" __ 

19. The proposed form of consent the subject will be asked to execute. 

20. If a determination pursuant to paragraph 6b or 8b has been, or will be, 
requested, the protocol should so indicate. 
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Spec Asst for R&D 


COL Ley/43331 


1. Ofce staff study attached as Inclosure 1, subject: Review of Department of the i 
Army Policy on Use of Human Subjects in Research, dated 7-January 1969, is forwarded 
for information and comment. * -corwaroec 

! r f pared b Z. C0L ?* L * Le y* MC, during ACDUIRA after review of 

both ARO and AMEDD files on this subject, and discussions with COLS Plough and 
Rosenberger of your Command. 

3. I am in agreement with the Conclusions of the study, and consider that it is 
desirable for AMEDD to initiate minor changes in review procedures for research pro- 

ieauLier^ 5 ^ T Sub j ects * specific recommendations are * 

requested regarding the following points: 

i. co; S itee5 courses o£ action outlined ln para 5b ° f the 

present e^MLn^para 1?™. aPPr ° VaI “ thority f ° r ° £ radioisotopes 

c. Would you consider the Contract Review Board, appropriately renamed, a satis- 

fo C insLp n ^ r r ent f ° r . medlCal-lesal review of a11 research involving human subjects 
to insure that appropriate consideration is given to the.rights of the individual? 


I FOR THE CHIEF OF RESEARCH AND DEVELOPMENT: 


1 Incl 
Staff Study 


DONALD L. HOWIE 
Colonel, GS 

Chief, Life Sciences Division 


DA . 2AO.Z 
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CRBLS 


8 January 1969 


MEMORANDUM FOR: COLONEL HOWIE 
SUBJECT: Report of ACBUTRA 


1. A Staff Study, subject: Review of Department of the Army Policy 
on Use of Human Subjects in Research, dated 7 January 1969, is sub¬ 
mitted as a report of ACBUTRA. for the undersigned, see Inclosure 1. 

2. The study contains two recommended actions, one of which can be 
initiated immediately and the second after completion of the first. 

3. It has been a pleasure to work on this problem, which I believe is 
an excellent example of the kind of study well suited to Mob Des 
appointees. Your staff, professional and secretaries alike, have been 
most helpful in making it possible to complete the study in the two 
week period of duty. 


1 Incl 
Staff Study 
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7 January 1962 


SOJEX: Iniw of Department of the Aruy Policy oa Cm of 1—n 
Subjects in Baie arch 


1. mmjm. To revi mr present Department of the Any (fit) policy oa 
unclasaifiad research projects involving use of *»««»*" subjects to identify 
potential problem areas that Ok should consider in tether orclction of 
its policy. 

2. ASSDBPCGBS. 


e. The present climate of public opinion the use of bensn 

«*Jeeta in research will contisoe for the fo r es eeab le f u tat, 

b. Based on current reviews by the Public Hsalth Service (PBS) regarding 
ose of btuan subjects in m e d i c al investigations, it is assessed that IBS will 
publish a revised policy in the near future rfiicb will require a acre for- 
aelixed review of research applications submitted by civilian medical 
institution* to the PBS. 

3. pacts name ch tbs masfie. 


*• She peasant cliaste of public opinion re gardi ng the use of 

for research reflocts etrons end serious concern for the rights of 
She indivi d ual in the experimental situation. This con ce r n is *»^yed on the 
revelations of tha Hursmberg Trials end the publicly gives to the subject 
by te. Henry r. Beadier in his ertiele in the g$g fegla^ Journal of Hedielne 
of 16 Jam 1966. This climate has led in recast years to the Pood end feug 
Admin i s tration (FDA) regulation oa "Informed fnneenr." the World Medical 
Association 1 *, “Declaration of Helsinki, n and the American Medica l Associa¬ 
tion's " E thic al Guidelines for Clinical Investigation." 


b - If **»* policy is mad* mora restrictive, this action will bring 
■oral presaur* on M to review it* procedures for the use of »" subjects 
in r a dic al investigations to insure that these procedures are consistent 
with the spirit of the revised PSS policy. 


c. Corrent DA policy is outlined in the following three Any regulations: 

(1) AR 70-25, Sse of Volunteers as Subjects of Research, dated 
26 Max 62, see Annex A. 


(2) AS. 40-7, Clinical Use of Investigational Drugs, dated 21 
Jul 67, see Annex B. 
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(3) AX 40-37, Radioisotope License Program (Bmn Use) dated 
16 Aug 63, SM Annex C. 

d. Carreat requironwnta for rtvlw and approval authority for uae of 
volunteers or patients for experimental investigation* vary with the 
*pon*onfcip of the projeefc sad other factors. A tabular suaeezy of the 
cu rr a nt DA review and approval pro ea d u r—, baaad on the AX’s 11stad in 
para 3a is attached as Annex J>. Depending upon the nature of the 
Investigation tfaa application nay be reviewed by the Any Inves ti gational 
Drug Xavier Board (AZXKZ), the Preventive M ed i c ine Division (WD) of 
Office of Ifae Surgeon Caaaral (OTW) and the ll s dlcsl Research and Develop- 


e. Iba Directorate of Professional Servleea (DPS), OISC, eay also 
review and approve use of investigational drugs in emergency tr ee to as t 
situations. 

4. BUC8SSLCS. 

a. Over the six years that have elapsed since publ icati on of AX 70-25, 
DA policy os die use of volunteers has been commendable. A comparison of 
DA and PBS policies over this period reflects most favorably os BA 
because It formalised in AX 70-25, at so early stage following the 1961 
anexvhaeata of the Ztood Drug snd Cosmetic Act <PSGA), a policy of review 

of use of volunteers as subjects of research that was not paralleled by 
PBS in its grant program until 1966. Ihis fact is perhaps a result of 
the extensive experience of BA with volunteer studies ever the past 25 
years and the serious consideration given over the entire period to die 
rights of the individual in such studies. 

b. Present MUJC policy regarding review of research contracts and 
grants utilising volunteers or patients as subjects of research varies 
considerably with the specialty area concerned. For research projects under 
review by the Armed Forces Epidemiological Board (ARB) end its Cooaiseions, 
intensive two-level review occurs with strong emphasis placed on e thical 
considerations. furthermore, the AFXB review process makes a matter of 
record the details cf such reviews. Although all 1SBC con tr a ct s d e alin g wit 
human subjects contain a special article o u tlinin g policy of Dm Burgeon 
General (TSO) regarding use of human volunteers, see Annex X, it appears 
that often no fomelired review of record is made of contract applications 
in the non-AFXB area to insure that this policy 1* followed by the contractc 

e. Xnves&lgaglonal drug studies r eprese nt a spaeial area of activity 
of Army Medical Department (AHB£B). She AUBB, under A& 40-7, has pr incipa l 
responsibility for this arse. JDA does not routinely approve iadaatry- 
spoaaocad drug studies prior to their ini t ia ti on by industry, s fact that 
should be valghad by *ttp& is considering studies from that source. ' A legal 
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distinction should also be dnm in easrgency tresasent situations between 
therapeutic use of a a cr bot sd drug for an indication other then that far 
afeicfc tike drug is labeled and use of a ten-approved drug, fiwae two situ¬ 
ations place quite di ffere nt levels of review responsibility on XSG and nay 
fear that season probably require separate treatment by the AIZBS. 

d. Drug studies with ra d ioa ct ive drugs are a special situation afeich 
is unique is that A 70-25 and A 40*37 sp ec i fy that Secretary of the Any 
(Si) approval Is required for any r esearch with nuclear agents using 
volunteers, ttis restriction a ppears appropriate far stadias of zasdical 
basarda of fallout materials or radiation £ron nuclear devices. H owever, 
the ifcticel use of radioiaotopee in satieats for both diagnostic and 
therapeutic purposes is so canoe at this tine that it appears logical to 
eaope it fro* specific approval by either 84 o* the Chief of fesenrrh and 
Sevelopoeae (CIS). this axanptioa is pexadtted under para 3c, A 70-23. 

8 tad .laxly, the use of tagged inveeeigetional drugs is eoataoa in Metabolic 
studies of investigational drugs sponsored by industry. Ibe^fttk policy 
is to consider tagged analogues of Investigational drugs ss ccatparsbl* to 
the investigational drug itself. If DA were to follow thi« 224 policy, 
eppro val of the use of tagged investigational drugs in patients by the 
412KB end Bffl, OXSC, should provide adequate review for such use. If such 
studies were performed in yol nnt ew r s. approval by OU> would be appropriate. 
Haase procedures appear to be the latent of Haoorafidaa for lacoxd by L3C 
T. ft. Octree, Subject: Approval for Bequests for Use of Boom Volunteers 
in leseerch, dated 1 Dee 65, see Annas 7, and COL ». L. Bowie's Keoorsndas 
for the Wreetar of Aray Rsaeerch, Subject! A 70-23, Use of Volunteers as 
Subjects of tesecrch, dated 11 Jua 68, see Aseoe C. An earlier policy 
stateaent in a deposition Fore to ISC froa (SS, Subject* A 70-25, dated 
25 Key 64, see Annex H, appears to be at variance with later documents 
in para 3b in stating "It ia the policy of this offiea to seek (ha approval 
of the Secretary of the Axsy for ell research wherein human volunteer sub¬ 
jects are exposed to ionizing radiation froa any typo of source." Such a 
policy «a» unnecessarily restrictive considering the vide spread use of 
tagged investigational drugs in "-x-r** research today. 

«. ftinMof investigational drugs in emergency treatment situations 
poses minor problems in identifying the group within 0TSG responsible for 
approval of such uses. As noted ia para 4c above, a legal distinction 
exists betw ee n Marketed drugs used for new indica tions and non-aarfcetod, 
noa-appreved drugs used for ai a l l ar i ndi c a tions. In the first case, pro¬ 
vided the drug is purchased In the aozfcetplace and act provided by the 
asnofaetarer to the physician, the use of the drug by the physician for 
indications other than those for <tld> Che drug is labeled is considered 

the reals of sedical pra ctice . Hte physician aey aabark on such uses 
oa his «ra responsibility, gu i de d by his professional knowledge aod in far - 
mttsn available in the public daein concerning side effects, controlnri lea - 
tiocs and adverse reactions, ft* each use of a drug approval by the DPS, 
0T3C> would be highly appropriate. For a drug not yet approved for aarJcctia 
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flamcacy use Is considered investigational om by tbt <ad under the** 
condition*, Approval of um by AXEU would be consistent with the policy of 
squiring approval of othsr investigational drug studies by AZOB. 

f. a* subject of investigational control* for studies of new aedieal 
in mb is in a stata of fits at this tic*. A recent coart decision 
bald Bat devices wars sobjact to tha FDCA (tiff Decision). An appeal of 
this decision ms declined by die OS Supreme Coart- If the decision cen¬ 
time* to bs upheld by the courts, devicss are subject to th* seae 
Investigational coutrols as are drugs. FDA is not inclinsd to nova rashly 
into ♦*<« ares, but my approach certain cases on s test case basis, *.g.. 
Infer s-uterine devicss. Zt is la por ta nt for AKXBD to a sa ffiln current in 
this area. 


f. A rsvior of AJL's 70-23, 40-7 sod 40-37 raises the qaestloe Oietfacr 

these, three regulations could be integrated into s single r egu l ati on, Bis 
is an attractive possibility, particularly if sod* a combined regulation 
nl gfrfc be adopted as a BOB instruction. 

5. C0MCLDS28BS. 

. e. 41 70-23 is basically e sound spproech to DA use of volunteers as 
subjects of research, folly in a c co rd with FB* sad VBA policy in the seas 
area* 


b. PB policy changes conesrnlag use of hessn mbjseta in research 
that ese currently beii« discussed uiU, if laplsnsnfisd, place increaeed 
preseore oa BA either to foliar the pattern Bat WES requires er to develop 
a different pattern better suited to BA. In either case, DA rftoeld laser* 
that all ese of hue** subjects, both volunteer and patient, in research be 
schjeeted to e nodical-legal revier to co nfirm that soeh investigations 
era conducted in accord with Be highest e t hica l standards to protect the 
right* «* Be individual subject. Bare are three courses of eetistt to 
consider as folloes: 

<1) lbs first spp r o ee b mold be to accept the new PS* policy and 
to require that all sponsoring institutions of contract and grot appllc a- 
tiona define their revieu process, create a review ccnnittes of appropriate 
■inWraVr end periodically revier ell work co odu cted with hurt subjects 
la tbs Institution. Bis appro ac h mold require Be rerim of «1 1 AK» 
fiinmanl regsarch involving boars subjects by an AM® or BSC eomittee. 

<2> The second approach mold be not to accept Be ?S approach 
but to revier all research involving bases e^jeets, Bsthsr eirrw r rrsT or 
intsamrai, by an AM® or M8C corslttse. 


(3) Be third approach mold be to rove initially as o utlin ed in 
pare 2*2) and to sapplsoent this wlB Be procedure of para 2*1) within 
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a Tts or tao after the new PBS requirements are accepted by the scientific 
end radical co—aitles. 

e. JJL 40-7 should be reviewed for possible revision la the following 


(1) A clearer del f near! on of the respective responsibilities of 
HDC. AT**, WD sad EVA in the review ead approval of investigational 
drag stadias. 

<2) A decision Whether the thrust of this regulation Is “investiga¬ 
tions'’ or "investigational drag stadias." 

(3) A delineation of tbs approval authority for investigational 
studies of marketed vs. n on - a ppr o ved drugs. 

(4) A reevaluatioa of the approval requirements of Phase Z rad II 
▼a. Phase ZZX drag studies, co ns id ering that PDA does not approve such 
studies before they era ini t i at ed and that the focaer involve significantly 
greater haxard than the latter. 

d. AtSXED should be aware of recent legal decisions Sup port i ng the posi¬ 
tion that nodical devices fall under the provisions of the 7ECA. Conslderat: 
should be given, ea policy evolves in this area, to reviewing research 
investigations involving bonan subjects and new devices under gaddelioa* 
siadler to those now employed with drugs. Tbs position can also be taken 
that. Irrespective of the legal qu e sti o n , all research studies using ham 
subjects, f athe r involving drags or devices, abould nose the sees criteria 
of ethical propriety. 

a. Consideration should be gives at a later data to eonsoldatlon of 
A3t*a 70-25, 40-7, and 40-37 rad to proposing such a consolidated regulation 
for DOD issuance. 


f. Consideration should be given to formally revising OB policy 
regarding approval authority for use of radioisotopes as follows! 

(1) That all studies in volunteers of hazards of by product* or 
radiation of military nod ear devices or energy sources be rafoxred to 
the Secretary of the Army for approval. 

(2) That all other studies involving use of radioisotopes In 
volunteers be referred to CRD for approval. 

(3) That all othar studies involving use of radioisotopes in 
patients be referred to Z96 for approval, 

6. ACTXOH 22CCMSSSD. 

a. That the DP attached as Annex I be signed to traasait this study to 
AKEDD for information and ccermnt, particularly in regard to the choice oz 
options listed in para 5b. 
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b. But following receipt of cowatata £roa A&EDD. Chit r ep ort end 
durir cnmwt* be gwiw d to prepare a position paper ff w ading dunge 
of St policy ragardlng approval of radioisotope studies in nan as out- 
lioad la para 44. 


9 lad. 

as 


JZ. 
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Article_The following enumerated Principles, Policies and Rules of The 

Surgeon General, Department of the Army, relating to the use of Human Volunteers 
in Medical Research are incorporated in and made a part of this contract: 

1. The voluntary consent of the human subject is essential. This means 

that the person concerned: • . , 

a. Should have legal capacity to give consent. 

b. Should be so situated as to be able to exercise free power of 
choice, without intervention of force, fraud’, deceit, duress, over-reaching, 
or other form of constraint or coercion. 

c. Should have' sufficient knowledge and understanding of the 
experiment to enable him to make an enlightened decision, on the basis of 
explanation given to him as specified below: 

d. Should state his consent in writing, signed in the presence of 
at least one witness who shall attest to such signature in writing. 

2. Each individual who initiates, directs or engages in the experiment 

has a personal duty and responsibility for ascertaining the quality of the 
volunteer's consent. 1 

3. Before the acceptance of consent of the volunteer, he must be given 
. ^.adequate explanation. He should be informed of the nature, duration, and 

purpose of the experiment; the method and means by which it is to be conducted; 
■'’all inconveniences and hazards reasonably to be expected; and the effects upon 
• his health or person which may possibly come from his participation in the 
experiment. 

4. The experiment should be such as to yield fruitful results for the 
good of society, unprocurable by other means of study, and not random and 
unnecessary in nature. 

5. The number of volunteers used must be kept at a minimum consistent 

with the requirement of a fruitful experiment for the good of society. 

6. In order tha: the anticipated results will justify doing the experi¬ 
ment, it (the experiment) should be designed and based on the results of 
animal experimentation and a knowledge of the natural history of the disease or 
other problem under study. 

7. The experiment should be so conducted as to avoid all unnecessary 
physical and mental suffering and injury. 

8. No experiment should be conducted where there is a prior reason to 
believe that death or disabling injury will occur. 

9. The degree of risk to the volunteer should never exceed that determined 
by the humanitarian importance of the problem to be solved by the experiment. 

10. The experiment should be conducted only by scientifically qualified 
persons (including an adequately trained physician) who shall be required to 
exercise the highest degree of skill and care throughout the experiment. Com¬ 
petent consultants should be available on short notice in this connection. 




11. Adequate preparations should be made and adequate facilities provided 
to protect the experimental subject against even remote possibilities of injury, 
disability or death. This includes hospitalization and medical treatment as may 
be required. 

12. The human volunteer subject should be at liberty to bring the experi¬ 

ment to an end if he feels that it is impossible for him to continue under the 
test. • 

. 13. The scientist or physician in charge oust be prepared to terminate the 
experiment at any stage, if he has probable cause to believe, in the exercise of • 
the good faith, superior skill and careful judgment required of him that a con¬ 
tinuation of the experiment is likely to result in injury, disability, or death 
to the experimental subject. 

14. Established policy prohibits the use of prisoners of war in human ex- ' 
perimentation. They will not be used under any circumstances. 

is. Agents used in research must have the following limiting characteristics 

a. Controllable lethality 

b. No serious chronicity anticipated 

c. Effective therapy available 

1 d. Adequate .background of animal experimentation. 
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1 December 1965 


MEMORANDUM FOR RECORD 

SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 

• a. AR 70-25 

b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, X0, 

DAR, to undersigned. 

c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 

2. By ref lb, the question was raised as to the authority of Chief, 

Life Sciences Division, to sign "For the Chief of Research and Development" 
in certain cases involving use of human volunteers in research. The 
question had arisen in the Office of the Executive, OCRD, during review of 
the reading file and involved human volunteers in medical research. 

3. Ref la, paragraph 6, states that "The Surgeon General will review 
the proposal and forward it with his comments and recommendations on medical 
aspects to the Chief of Research and Development for approval? Paragraph 6 
further indicates that cases involving nuclear chemical or biolbgical (NCB) 
experiments require Secretary of Army approval. Discussions with Chief, 

Life Sciences Division, revealed that in the development of the human 
volunteer program in the period 1955-1956, the authority to sign "For the 
CRD" was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 

of the system of file retirement this is not considered unusual. 

4. By ref lc, the material contained in para 3 was discussed. It was 
agreed that the present procedures would be followed in all cases with the 
exception of the following modification. The Chief, Life Sciences Division, 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip will be marked 
"For Information Prior to Dispatch." 

5. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers" files. 




Lt Colonel, GS 

Life Sciences Division 
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SA, Secretary of the Army 
Civ Inst, Civilian institution 
* indicates radioactive drug 
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11 June 1968 


MEMORANDUM FOR: DIRECTOR OF ARM? RESEARCH 

SUBJECT: AR 70-25 "Use of Volunteers as Subjects of Research" 


■ 1. The undersigned has, in the past, assumed the responsibility for 
approving Army sponsored research proposals for the Chief of Research and 
.Development under the following criteria: 

• a. No. NBC agents are involved. 

b. All provisions of AR 70-25 concerning consent and conduct of ~~ 
research will be met. 

c. The proposed research is considered essential. 

d. No adverse publicity or political impact can be foreseen. 

e. No. EOD or Army regulations or policies will be violated. 

f. Subjects are available and no specific requests for additional 
subjects need be made. 

g. There will be negligible interruption of training or missions 
imposed by the research. 

h. Discomfort and risk to subjects will be minimal. 

2. While the procedure outlined above has not cose under question, it 
has not been formally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


/Sj 

DONALD L. HOWIE 
Colonel, GS 

Chief, Life Sciences Division 


u 
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IRCil: C2D 




CP.D/M <20 Apr 64) 
SU2J2CX: AS. 70-25 


TO: The Surgeon General 


DAE 2 5 MAY 1964 ccssssr eo. 2 


1. The information contained in Cammant #1 has been carefully 
evaluated in order to determine the benefits to be derived from 
incorporating the recommended changes in subject AS. 

2. The wording and content of AS 70-25 was developed only after a 
complete DA starsias find iuclude3, in addition to the cptcific requirements 
for the medical aspects involved, those of a legal and moral nature for 
js&dLnun protection*ox all concerned. 

3. The following conasato pertain to the respective subparagraphs 
of paragraph 2, Cmmaanfc i : l. 


a. Subparagraph s.. The addition of the statement, "Tne Surgeon 
General’s recommendation concerning medical aspects of research using 
hunrnn subjects shall be binding on all commands and agencies’ 1 is 
considered to ba unnecessary. The Surgeon General is recognized by 
the General Staff, and particularly by this office, to ba the principal 
advisor to the Chief of Staff on medical matters. It is, furthermore, 
the Chief of research and Development’s policy that, in matters 
pertaining to radical aspects of research, your recommendations will be 
.respected. Final approval of all recasts to use human subjects in 
research is given contingent upon compliance with year recssnaendstions 
on the nodical aspects of the experiment. 


b. Subparagraph b. It is the policy of thi3 office to seek the 
approval of tha Secretary of the Army for all research wherein human 
volunteer subjects are c::po3ad to ionising rediaticn free any type of 
source. It should, however, be emphasised that the use of radioactivo 
isotopes in radical diagnosis and therapy for patients is not within the 
purview of AP. 70-25, nor are experimental clinical procedures undertaken 
on a patient for his benefit, ns provided by par 3e, AH 70-25. 

c. Subparagraph c. Tha word ’’ethical” was recommended during 
the staffing of the Army Regulation to emphasise that all U. S. Army 
cadical practices arc considered to be in strict accordance with tha 
highest standards of ethic3. However, to avoid any misinterpretation, 
the word ‘'ethical" will be deleted at such time us the Army Regulation 
requires substantive revision. 

d. Subparagraph d. The wording as contained in paragraph 5d, 
io based on your recommendations contained in Comment £2, 1SDDU, dated 
23 June 1301, subject: Draft Amy Regulation in Vgs of Human Volunteers 
in Research Programs to Obtain Psychological and/or Biological Data. It 
is considered core appropriate to arrange for consultant service cr. short 
notice for any anticipated difficulties which nay be encountered during 
the experiment with volunteers. 


( C<v-■» 



537 




CED/iJ (20 Apr 64) 

SUBJECT: AR 70-25 

4. Insuring the proper utilization of volunteers In research is 
considered of such importance that all possible precautionary no a sure 9 
teust be rigidly followed to provide the protection to the 

volunteers, investigators end the Government. It is essential that all 
personnel having responsibilities in progress in which human beings are 
used as subjects of research adopt a positive, constructive attitude of 
compliance with the provisions of. AH 70-25 to insure that this vital 
aspect of Array biomedical research is not restricted or prohibited. 


jSIGlGD 

G. W. POWER 
Major General, GS 
Acting Chief of Research 
and Development 
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1 December 1965 


MEMORANDUM FOR RECORD 

SUBJECT: Approval for Requests for Use of Human Volunteers in Research 


1. References: 

a. AR 70-25 

b. Telephone call, 29 Nov 65, from Lt Col Frank Taylor, GS, XO, 

'DAR, to undersigned. 

c. Meeting, 30 Nov 65, with Lt Col Taylor, Lt Col W. F. Williams, 
Asst Exec, OCRD, and undersigned. 

2. By ref lb, the question was raided as to the authority of Chief, 

. Life Sciences Division, to sign "For the Chief of Research and Development 

• in certain cases involving use of human volunteers in research. The. 

question had arisen in the Office of the Executive, OCRD, during review of 
.the reading file and involved human volunteers in medical research. 

3. Ref la, paragraph 6, states that "The Surgeon General will review 
the proposal and forward it with his comments and recommendations on medical 
aspects to the Chief of Research and Development for approval: Paragraph 6 
further indicates that cases involving nuclear chemical or biological (NCB) 
experiments require Secretary of Army approval. Discussions with Chief, 

Life Sciences Division, revealed that in the development of the human 
volunteer program in the period 1955-1956, the authority to sign 'For the 
CRD" was delegated to Chief, Life Sciences Division, in all cases except NCB. 
A search of the files did not uncover written authority. However, in view 
of the system of file retirement this is not considered unusual. 

4. By ref lc, the material contained in para 3 was discussed.. It was 
agreed that the present procedures would be followed in all cases with, the 
exception of the following modification. The Chief, Life Sciences Division,- 
will continue to sign "For the CRD" all approvals for use of human volunteers 
with the exception of NCB cases. Where the Chief, Life Sciences Div, signs, 
the approval will be routed through CRD and the routing slip will be marked 
"For Information Prior to Dispatch." 

5. A copy of this memorandum should be permanently maintained in the 
"Human Volunteers" files. 


Lt Colonel, GS 

Life Sciences Division 
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CRDLS 


11 Juno 19GS 


MEMORANDUM FOR: DIRECTOR OF ARM! RESEARCH 

SUBJECT: AR 70-25 "Use of Volunteers as Subjects of Research" 


1. The undersigned has,, in the past, assumed the responsibility for 
approving Army sponsored research proposals for the Chief of Research and 
Development under the following criteria: 

• a. No, NBC agents are involved. 

b. All provisions of AR 70-25 concerning consent and conduct of 
research will be met. 


c. The proposed research is considered essential. 

d. No adverse publicity or political impact can be foreseen. 

e. No- DOD or Army regulations or policies will be violated. 

f. Subjects are available and no specific requests for additional 
subjects need be made. 

g. Biere will be negligible interruption of training or missions 
imposed by the research. 

h. Discomfort and risk to subjects will be minimal. 

2. While the procedure outlined above has not come under question, it 
has not been formally approved by the Director of Army Research. Approval, 
denial or modification of the procedure is requested. 


DONALD L. HK7IE 
Colonel, GS 

Chief, Life Sciences Division 


yi 
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C?J)/a (20 Apr 6/0 
SUBJECT: AS. 70-25 

TO: Tha Surgeon General ITUS!: - CUD DATS 2 5 MAY 19o4 CCIC-EHT KO. 2 

1. The information contained la Cossent Sri has bean carefully 
evaluated la order to determine the benefits to be derived fres 
incorporating the recorraandad changes in subject AS* 

2. The wording and content of AS 70-25 was developed only after a 
complete DA staffing and includes, in addition to the specific requirements 
for the medical aspects involved, these of a legal and coral nature for 
maximum protection of all concerned. 

3. The following cipasatD pertain to the respective subparagraphs 
of paragraph 2, Coussant £l. 

a. Subparagraph a. The addition of the statement, ‘The Surgeon 
General’s rac csas ndstion concerning nadical aspects of research using 
human subjects shell be binding on all ccmtnda and agencies" is 
considered to be unnecessary. The Surgeon General is recognized by 

the General Staff, and particularly by this office, to be the principal 
advisor to the Chief of Staff on radical natters. It is, furthermore, 
the Chief of Research end Development’s policy that, in matters 
pertaining to medical aspects of research, ycur recommendations will be 
respected. Final approval of all requests to use human subjects in 
research is given contingent upon compliance with ycur recossmndafcions 
on the medical aspects of the experiment. 

b. Subparagraph b. It is the policy of this office to seek the 
approval of the Secretary of the Arty for all research wherein human 
volunteer subjects arc exposed to ionising radiation frea any type of 
source. It should, hercraver, be emphasised that the use of radioactive 
isotopes in radical diagnosis and therapy for patients is not within the 
purview of AH 70-23, nor are csperioantal clinical procedures undertaken 
on a patient for his benefit, as provided by pur 3e, AS. 70-25. 

c. Subparagraph c. The word "ethical" was recommended during 
the staffing of the Army Regulation to emphasise that all b. S. Aar/ 
taadical practices are considered to be in strict accordance with the 
highest ctaisdards of ethics. However, to avoid any misinterpretation, 
the word "ethical'’ will be deleted at such time as the Army Regulation 
requires substantive revision. 

d. Subparagraph d. Tbs wording as contained ^in paragraph 5d.» 
is based on your recorscendations contained in Cement C=2, hca-DH, dated 
23 June 1561, subject: Draft Amy Regulation in Use of Human Volunteers 
in Research Programs to Obtain Psychological and/or Biological Data. It 
ie considered core appropriate to arrange for consultant service on short 
notice for any anticipated difficulties which way be encountered during 
the experiment with volunteers. 
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CIUJ/H (20 Apr 64) 

SUBJECT: AR 70-25 

4. Insuring the proper utilization, of volunteers in research i 
considered of such iaportnacc that all possible precautionary neacur 
must be rigidly followed to provide the mniaam protection to the 
volunteers, investigators and the Government. It is essential that 
personnel having responsibilities in programs in uhieh human beings 
used ^“'subjects of research adopt a positive, constructive ettitud- 
compliance with the provisions of AH. 70-25 to insure that this vita' 
aspect of Army bioxedicdl research la not restricted or prohibited. 


[SIGHED 

G. W. POWER 
Major General, GS 
Acting Chief of Research 
. -and Development 
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NASA. - Ames 


Moffett Held, California 

Hot tratistmtted to Hdqte. 


' MEMORANDA fdr Director 

Fran: Mr. George A. Bathert, Jr., C h air m an, Bssan Research 

Qq^rlsfints Review Board, Code EL 

• Select: Proposed Investigation entitled "Measurement of . 

. • cerebral Wr** Flow In Man by an Isotopic Tec hn ique . 

' Bnploying External Counting”, by Dr. Ieo A. Sapierstein, 

Stanford University 

Reference: Memo to G. Rathert from L. Bright, January 7, 1969, 
subject as above, IGBdcfa, w/enclosure 

X. The Hunan Research Etoeriments Review Board met on 
January 15, 1969 to consider the subject proposal. All members - 
were present. 

7”” 2. She Board recannends that the subject propos al be 

approved subject to the following understanding and cements: 

a. It is the Boardfs understanding that as stipulated 
’ in the ccmmsnts on the Ames Proposal Evaluation Report (Item ID, 
Item 884. attached), patients wbo would In any 

lsotqpe are to be used as subjects instead of the “normal subjects 
suggested for Rase U In tbe proposal. This change should be 



bis : consiaer ea::py .xne 

?«3tifying the-patient rthatbe-^wanseni^^ 

"aqsearfmental research.* A. suggested .revision is attached.. . 

c. The TTWTiTmm permissible dose of the isotope and 
•uaxlma amount of local radiation should be stipulated. In writing. 
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<*• ’Zte cccpositicns or ambient air «na duration 

of _ exposure of the subject (face mask) propo s ed far Rase 5 «»vwvm be 
gfclpttl flted , part i cut ar ly since NASA Headquarters occasionally prohibits 
Gaiters torn auth o rizin g or sponsoring «r*»Hinwf l i 0 f s pecifi c troes 

2£0f o^rgen In a closed c ham ber). -Ary inconveniences or risks ; 
torae p a tient r es ul t i n g from bre ath i n g t he s e altered gas 
should be In c luded In the Special &w w ii : Rasa- 

e. On page 5 of the proposal. It Is considered that the 

foposal mst be stored by the stanf&id 
camattee for Institutional Assurance. 


, - V- 3 * Ose-Board rec enmpnrts .to toe Director that toe Technical 
•Monitor be notified by Ms Division CMef^in writing, of his \ " 
respo nsibilit y .to monitor ccnplianee with toe provisions- of AMt JLJO-i. 

Y-Z/-& 


_George A. Eatoert, Jr. 

Chairman, fiaman Research Experiments 
Review Board . . . 

ETA 

.JFP_ 

GAR: del 1-20-59 
'*> Ends. 

Eef. Memo w/enclosure 
Revised Appends ttt 

ce: Ea. Board Member w/o encs 
- - R._ 6. Robinson w/o encs. 
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Ames Research Center 
Suggested Revision 

AFEEHDEC HI 
SJEdflL CGNSEHT POEM 


PART I . 

' l. Daring the course of diagnostic evaluation far your illness, 
a radioactive isotope. Technetium ^ trill be used. It is lively that 
the information obtained with this isotope will be of help* to your 
doctor in deciding -whether or not further tr eatment is n ecess ar y . Wa 
nould further Hte to use data obtained t h ro ug i the use of the isotope 


'for a research study. 


i. Title. Measurement of Cerebral Blood How in Man by an 
Isotopic Technique Bmloying External Counting. 


. , t' 3 . Erincinal Investigators. 

• 7 

• Leo A. Sapierstein, H.D. 

lb. Marshall, MJ>. 

M. nature of Studies. Technetium trill be injected into an 
arm vein. Counters trill be placed over your heart and head, and 
occasionally arterial blood trill be trittatawn, caaO^ d^Jied^ 





5- Ebreseeahle Inconvenience. Risks, and Dlscqgfort. 

a * Erases 2, 3* and k — Ube par t of the procedure you are 
consenting to which principally'benefits the research pro gram and is ' 
not part of your treatasnt Is known as an arterial puncture, TVrfc 
. procedure has been used at the Stanford tfelversity Hospital fbr a 
considerable number of years and the risks Involved are wrtrrhwi ^ 
the hands of tee experienced personnel who will be Involved. Sfcese 
r * s * ss exp la i ned to you In detail If you sq desire. • Hie entire 

procedure. Incl u di ng the diagnostic radioscan, takes about an hour. 

b. Phase 5 - (Include here the exposition of the gas 
mixtures to which the patient will be exposed, and any foreseeable 
inconvenience, risk, or discom f or t he ray experience.) 


546 


RCC1.950125.001c 


czFArrn.'.-iN'T of7he:;aw 
or r:cc or sacr*irr a;? y 

Washington. o. c. aooso 

srzsthes 3900.39 

0 ? rr: 

Ser lf2 
23 Acril 1969 


Ercn: Secretary of the Svy 
To: Distribution List 

Sub*: Use cf volunteers as subjects in research, dsrslopnent, 

test, and evaluation. 

Sef: (a) Manual cf the Medical Departnent ChapterZ, Research 

and Development, Paragraph 20-3, Use of volant ears 
in Ehzardous Exp eriments 

Enel: (1) Sample Hussn-Tslunteer Consent Document 

1. Prrnose-. To prescribe policies and procedures cf she Department cf 
the Ssvv governing the use of volunteer subjects in research, dev elo pm ent , 
test, end ev aluat ion (73225) conducted by, within, cr far the ^val H^s- 
lisfcaeat wherein human beings are experimentally exposed to hazardous 
ccuZticms or materials. 5ais Instruction dees not snply to the use, in 
the treatment of individual patients, of drugs approved by the general 
Drug Administration for investigational use only. It aces apply to the 
use tr* investigational drugs under an approved 73225 project or task in 

a volunteer population cf healthy persons or a volunteer population of . 
patienos in which' the exper i mental drug testing has no relationship to one 
cause of their being cn the sick list. 

2. Background. In the use cf volunteers as subjects in hazardous experi- 
EerriaZ situations, it is obvious that military BSD comanders, scientific 
a-.* technical program managers, and project directors have special re¬ 
sponsibilities both acral and legal in nature. It has long been reco 5 _ized 
that hazardous excerimezts utilizing hunaa test subjects are absolutely 
necessary to extend the frontiers cf medical science, aerospace flight, 

o —a racers ea exoloration. The atrocities which ware — l ot ted against 
human be ing s drains the Second World War served as a^ decisive faster _in ^ 
on by the V7crld Medical Association cf a cue s r ey stateo code r_ 
medical ethics. It is accepted United States national end Departnent cf 
Defense policy that tr .2 use of human subjects be based upon voluntary, 

|informed" consent and be confined to experiments or tests which are. 

I necessary, scientifically sound, and reasonably safe. 

3. Definitions. For -he purpose of this Instruction, hazardous condi¬ 
tions "rr materials are those which present risk of ?ri—tier., discarf ore, 
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P.O April I'M"" " 

distress, pain, purdcal cr mental injury', or death greerer then rhe 
hauaris inhere— — training or work within accented' occurat iorel 
pamnsters. * ' 

k. rolicy ♦ Cerrsca basic principles must be observed tc satisfy ucrel 
and legal ccncecus. These are: 

a. Voliatarr :saserrt is essential. 

C 1 ) 2ie —l-*ntoer east have legal capacity to give consent. • 

Ee -til be so situared as to be able tc exercise free never of shstce 
v *~'i£ the intervention of any element of fores, deceit, duress,'nr** 
^itsrior fora of crustraint or coercion. He will have sufficient -—--- * 
ledge and eesprecsnsioa cf the elements cf the subject natter inrnlrai 
to enable him tc cake an understanding and enlightened decision, such 
k nowled ge will be provided to the volunteer in such a cancer as net to 
ccnprtnise the experiment. * Thus he will be told, prior to acceptance of 
his consent, the nature, argro xcast e duration, and purucse of the anceri- 
=e=t; the method and means by which it is to be conducted; and the incon¬ 
veniences and hazards enta i l ed — all in such a way as net to invalidate 
the results. He will be fully inf cased cf the effects uren his health 
or person which nay possibly result from his participation in the enceri- 
nent. He will be cade to understand clearly that, at any time during 
. the course of the experiment, he will have the right to revoke his consent 
.^pd. to withdraw drum the experiment without prejudice to himself 

(2) The dccunent of consent will he in writing, setting fern 
the above requirements and containing, or having attached and referenced, 
a sunnary of the reformation given to the volunteer pursuant to the fore¬ 
going requirements. It shall also contain a statscenfc by the vclmreer 
that he is not rearing upon any information or representation not sec 
*°rtn the dcmanc of consent and that his consent is given as an 
exerccse of free vill, without ary force cr duress of any kind. Tee 
document will be signed by the volunteer — over his full name; his rank, 
rate, grade, or ride; and his date cf birth — in the presence cf sc 
lea*- one witness who is net directly involved in the exrsriner.r cr test 
a=d who will attest to such signature in writing. Shelcsure (1; ;—r ide s 
a sample of an acceptable volunteer consent document, the original cf 
which will remain in the records cf the activity conducting the S—- r 

(3) She responsibility for ascertaining the validity of the 
consent rests up cm che. person who directs the exserinent cr test. ~c 
is a personal responsibility which aay sot he delected. 
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3EGw\»-^_:s3T- 39CS-39 
23 April 1969 

h. 2 ie number or volunteer: used ^rill be kept at a mini m u m consist¬ 
ent with ssunple-si 2 e requirement cececcar/ for scientifically valid 
ccnclusicns. 

c. The exneriment must he such as to contribute to an approved 

naval ?1T52 project. In aaditirm. the e-'perirent or test should he 
such as to yield fruitful results for the rood of society, unob t a in a b le 
by other aetlicds or aeans of stub,-, and not random and unnecessary in 
nature. There vill be reasonable anticipation'that the results will 
just if-* the performance of the xmeriment cr test. Accor dingly , all 
experiments and tests will be cased upon prior study cr experimentation 
and designed to accerslish this objective. All medical experiments or 
'experiments involving the use dm experinentai drug should be based 
upon the results of experimentation and a knowledge of the natural 

history of the disease or other prcblea under study. 

d. She emcerinest or test vill be conducted so as to avoid unneces¬ 
sary physical cr mental stress. 5o experiment or.test will be conducted 
if, unen careful consideration by the person who directs the experiment, 
there* is reason to believe that death or disabling injury will occur. 

The degree of risk to be taken '-ill never exceed that determined to be . 
justif iab le by the humanitarian importance of the problem to be solved 
by Se experiment. Proper prepsrsmions will be made under the_ super¬ 
vision. of" a qualified physician, Ixjwlwlgeabie in the test field, and 
with adecuate medical facilities and safety equipment being provided to 
protect the volunt eer against the possibilities of injury, disability, or 
death. Adequate and complete cv:^.] treatment will be available for 
treatment of casualt ies. Tkie physician-in-chargc will have consultants, 
available on short notice, who are competent to advise or assist with 
unexpected complications. 

e. The excerimeut or test *-111 be directed only by scientifically 
q ualif ied nersens with a high decree of technical and professional 
competence* in conducting such procedures. All personnel supervening 

or particinatinm in such procedures must be adequately trained to perform 
their duties reliably in foreseeable circumstances. The highest degree 
of care will be required at all ranges of the experiment or test. 

• f. Volunteers will have no 
make the proposed experiment no 
healthy persons- This determir. 
test director cn the basis of c 

g. The experiment or test director, cr his acting subordinate,^ 
will exercise careful judgment, americr s.- ci i l , and gcom faith at all 


physical cr mental diseases which will 
re’ hazardous for then than for normal 
amicn will be made by the experiment cr 
rupeeent meiicai advice. 
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7-il 156? 

= during the course of the e^ierinant cr test. 2 
-netc the procedure at am- stage if it is likely” 
result in injury, disability, cr death to a voir 
=e cr an experiment cr test, a volunteer shall be 
:e cr withhold sis consent and to withdraw, 

~, from the experiment cr test, cr iron a perr 
~ s and adverse developments arising during the = 
rioent or test, about which the volunteer has set 
imel, shall be reported to the volunteer in a u 
communication would pose an i—odist a threat nc . 


Prisoners cr war will not he used under any : 
5- Procedures 


2-5 

tire 

"term 

will 

ccnr 

revn. 

hiss, 


:e director will 
irat continuation 
inaer. During the 
at liberty to 
n prejudice to 
n thereof. Sew 
rurse of the 
been briefed 
sly manner unless, 
as. safety. 

mums tasces. 


a. Sis experiment or test director will prepare a written request 
for approval of the use of volunteers in snv trpposed Procedure coming 
vitlin the purview of this Instruction. She request will include the 
02=25 of the director and the conducting activity and the identity of 
- _ the responsible supporting medical activity. It will speak appropriately 
to tie principles of policy guidesee expressed in rsmgrath b of this 
Inrrruciicn. The request will enclose a. plan of tie eroeriment or test - 
censis^pnt with security requirements. 

-* dne request wall be forwarded via (l) the arermriate military 
chats, of command; ( 2 ) the Chief, Bureau of Hedicine'sncTSurgery; ( 3 ) the 
^ 01 Saval Personnel/Ccmmandaui of the Marine Certs, or both, as 

appropriate; and (k) the Chief of Sural Ocaraticns '2CIQ(BE7)) to the 
Secretary of the Kevy (ASN(USD) ). 

_ (1) The ED££2 chain of command endorsements are to be directed 
prmsrily to the tec hn ical soundness end pr og r a m icpcrtance ci the 

c ~ test for which the use of surer, volunteers is proposed. 

C2) Etc Chief, Eureau of Kedicine and Surgery, will direct his 
enters enact specifically, to the degree of hazard inherent in the test, 

"k**p =dequacy of safety measures, the adequacy of medical supervisica 
aim support, and the adequacy.of the human-volunteer consent statement 
tc be utilized. • 


wiZ 

ti: 

dm 

pr: 


(3) The Chief of Saval Perscnnel/Cmnandant rf the Iferine Ccros 
:aat their respective endorsements in particular to the ut ilira - 
actavc-nuty military perscmnel in existing billets for voluntary 
experimental subjects, and no other aspects as they deem appro- 


h 
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SECKA.VIIEI 5?:c.29 
. SB April lr-r 

(it) Zhe Chief of Eavnl Operations (3CKC(0SV)) will oorsco bis 
endorsement " -the validity of lie rcquire=ent for doing the 
meat; the- sce cuacy of the certification, "by 3tKE3 on pertinent nenncal 
aspects; its approved utilization of personnel is tlie manner proposed; 
and the scaoacsnt of program need "by the sponsoring c omm a n n. Acrinis- 
tnative ana coordination action will he assig n ed to the Staff Assastan- 
for Medical 2 nd Allied Sciences.- 


(?) 

ment) will 
Review of 1 
Judge Advcca 

6. Hsn are ne 


~=»o Assistant Secretary of the Savy (Research 20 L Davelop- 
»=c as approving authority for the Secretary of one Svy. . 
sral aspects will be acccaplished by the Office of the 
:e General. 


situations : 
and does nr 
action on s: 
aspects, wa 


r;. Since the use of volunteers in experiment! or test 
5 an integral part of the conduct of the RIQ&i program 
involve the es tahlishaea fc of additional aanpcs=r aillets, 

requests, including coordination. cf manpov-r 3=d lega l 
1 be through the RTX&E chain cf cu i n . wmd . 


7 InDle=£= 2 .tion. Addressees are authorized to take such action as 
is necessary 00 Assure compliance with this Instruction thr==hcot 
T^Te Kaval Zrocalishaent. 


/ 




.JOHN W. WAR2Z2L 
Under Secretary cf the Navy 


Distributiro. CSee page 6 ) 
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LATE 


—• I ..ercoy volunteer to participate as a subject in an FZTSS procedure 
oeans conducted under Heosno Ho. , ?roie ~5 Ho. 

Work Unit Title " ~ J 

vhicb has been approved gy j SSstaSd " 

t sponsoring 

. that the adequacy of safety measures has been certified by the Chief, 
^ areau Medicine and Surgery, and that auth o r i t y to use irmn volun¬ 
teers has been granted by one Secretary of the lfevy. 

2 . She nature and purpose of the procedures have been exalained to me 
as follows: (See attached senary.) 


3* 'En zay decision to volunteer } I am not rel ying noon any informa¬ 

tion or representation not. set forth in this doctseut, or attached summary. 
ISOconseso is given as an exercise of free will, without any force or 
3ELad * 1 laderstand that my consent to participate does 
wst constitute a release fron any possible future liability by the United 
spates attributable to the experiments. 


(HOT DIRHCm; 


HAKE, HASH, BATE, 
CB ©ALE) 

LASS OF BIRTH 


(.TEST 2H5SCTCR) 




Enclosure (l) 
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February 2, 1972 

Efftctir* dalr 


Management Delegation 

SUBJECT: POWER AND AUTHORITY—TO AUTHORIZE HUMAN RESEARCH AND 

TO GRANT CERTAIN RELATED EXCEPTION’S AND WAIVERS 

1. DELEGATION 

The Director of each NASA Field Installation and, for NASA 
Headquarters, the NASA Director of Life Sciences, is em¬ 
powered, subject to conditions and limitations imposed bv 
immediate superiors, to authorize human research, as defined 
in and within the scope of NMI 7100.8 , and to grant excep¬ 
tions and waivers in connection with human research, subject 
to the provisions of NMI 7100.8 ; provided that when he is 

or anticipates acting as an investigator with respect to a 
particular proposed human research/ he shall request 
authorization therefor from the Administrator. 

2. REDELEGATION 

All or part of the authority may be redelegated, without 
power of further redelegation, to one of the following 
positions (such redelegation shall be published in the 
installation issuance system): 

a. To a NASA employee who reports directly to him, or 

b. To the installation medical officer if an employee of 
NASA. 

3 . REPORTING 


The officials to whom authority is delegated in this NMD 
shall ensure that feedback is provided to the Administrator 
through official channels to keep him fully and currently- 
informed of significant actions, problems, or other matters 
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/AD 7100.9 • February 2. 1572. 

of substance related to the exercise of the authority dele- 
— ga ted-hereu nde r --—-- — — -—--—- 



Deputy Administrator 


distribution 

SDL 1 


2 


NASA.HO 
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SUBJECT: HUMAN RESEARCH POLICY AND PROCEDURES 

1. PURPOSE 

This Instruction sets forth NASA 'policies and procedures 
relating to the conduct of human research. 

2. SCOPS AND APPLICABILITY 


a. This Instruction is applicable to NASA Headquarters 

• and'Field Installations. * 

b. This Instruction applies to all human research con¬ 
ducted by NASA, by or under the direct supervision 
of a NASA officer or employee or an officer or 
employee detailed to NASA from another Government 
agency. 

c. This Instruction does not apply to human research 
conducted' by NASA contractors or NASA grantees under 

' a contract or grant. Nor does it apply to human 
research conducted under a cooperative arrangement 
or agreement entered into by NASA and another Govern¬ 
ment agency, private entity, or non-Federal public 
entity. The provisions of the contract, grant, co¬ 
operative arrangement or agreement shall govern tne 

conduct of such human research. 

3. Authority 

Section 203(b)(1) of the National Aeronautics and Space 

Act of 1958, 42 U.-s.C. 2473(h)(1). 


1 
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NMI 7100.8 
4. DEFINITIONS 


February 2, 1972 


For the purposes of this Instruction, the following definitions 

apply:' 

a. The terra "human research" means any test, experiment or 
other evaluative procedures involving a human subject. 

b. The term "human subject" means any person who is an in¬ 
tegral part of -a test, experiment or other evaluative 
procedure. For example, a person would be a human subject 
if the test, experiment- or other procedure is conducted to 

• evaluate, or to change and evaluate, any condition, re¬ 
sponse or performance of (1) that person? or (2) the 
equipment, article or other substance inserted in, applied 
to, operated or otherwise used by, on or in that person. 

c. The term^"principal investigator" means any NASA official 
who is directly in charge of the human research. 

d. The term "authorized NASA official" means the NASA 

. employee who has been delegated or has been redelegated 
authority to conduct human research pursuant to NMD/AD 
7100.9. 

5. REQUIREMENTS, EXCEPTIONS. AND WAIVERS 

a. Except as provided in this paragraph 5, all human research 
within the scope of this Instruction shall be conducted 
in accordance with the requirements set forth in para- 
. graphs 6 through 11. Notwithstanding this paragraph 5, 
in no event shall there be an exception to or waiver of 
the proscription in paragraph 1 . 

k• Un less an authorize d NASA official provides otherwise in 
light of special circumstances, the provisions ot this 
I nstruct ig n_shall not apply to a test, expe riment or 
other evaluative proceaure: -- 

(1) Required or authorized by the 1 Civil Service Com¬ 
mission or by other Government- agency's regulations 
to be performed on, or with respect to Government 
employees or anolicants for Government employment 
for the purport of determining their qualifications 
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or suitability for employment or for the purpose of 
"a'scertainlngor maintaining employees' health. 

(2) As determined by the principal investigator, that 
is (a) performed by or under the supervision of a 
physician (who may be the ‘principal investigator) 
for the purpose of diagnosing, preventing, curing 

•or alleviating disease in a particular human subjec¬ 
ts per formed primarily for the human subje gtjs 
hgnefitT'and ^efrecognized generally by the medica.' 
profession as proper^ 

(3) Involving as a human subject a specially trained 

. adult who knowin gly foll ows a specialized calli ng or 
occupation generally recbgnized as nazardous,and 
for whom the test, experiment or evaluative proceaur 
.forms an integral part of his calling or occupations 
performance. For example, a test, experiment or 
evaluative procedure concerning air or space flight 
and involving a test pilot or astronaut as the humar 
subject ordinarily would fall within this exception. 
However, if a test pilot or astronaut is asked to 
serve as, a human subject in an experiment requiring, 
for example, cardiac catheterization, the human 
research'would not fall within this exception; this 
human research could not reasonably be considered as 
within the scope of his specialized calling or 
occupation• 

(4) involving as a human subject a NASA career or career 
conditional employee, or a NASA employee in an ex¬ 
cepted position with indefinite tenure, whose_x£gui 2 

. p osition descri ption (which describes his duties and 
responsibilities) requires or may be reasonably co n¬ 
s trued as contemplating the employee s participat ion 
in the test, experiment or other evaluative procedur 


c. Unless an authorized NASA official provides otherwise in 
light of sraci-1 circumstances, the following human 
research, r»s determined by the principal investigator, 
shall be subject only to the requirements set forth in 
paragraphs 6. 7. 9a and 9b: Those tests, experiments or 
other evaluative procedures that would not expose a human 
subject to a risk of distress, pain, impairment of health. 
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physical injury, personality or emotional disorder 
or death. This determination shall be made by the 
principal investigator in light of his knowledge 
and experience; it shall be made in such form and be 
subject to such review, if any/ as the authorized 
NASA official may provide. 

d. The requirements set forth in paragraph 6 and 8 may not 
be necessary in exceptional cases, for various reasons, 
to protect the subjects of certain human research. When 
the principal investigator of proposed human research 
believes this to be the case, he may submit to the cog¬ 
nizant authorized NASA official a request that some or 
all of the requirements of paragraphs 6 and 8 be waived 
and the following procedures apply: 

(1) The request shall be submitted with a description 

of the proposed human research prepared in accordance 
with Attachment A or, when appropriate, in some other 
less comprehensive form. 

(2) Upon receipt of the request, the authorized NASA 
official may, in his discretion, grant or deny the 
waiver request in full or in part, or require the 
submission of further information concerning the 
proposed human research. 

- (3) When a waiver, has been obtained pursuant to the pro¬ 
visions of this subparagraph d, the human research 
shall not be changed unless such change is approved 
by the authorized NASA official, and a new waiver, 

. as appropriate, obtained. The informed consent of 
the human subject should be obtained to the research 
as changed unless in an exceptional case that re¬ 
quirement has been waived. 

6 . VOLUNTARY INFORMED CONSENT 

a. No human research may be conducted'unless the human subject 
voluntarily gives his informed consent in writing to par¬ 
ticipate in the proposed human research and has the legal 
capacity to so consent. 


b. No consent given by a human subject shall be deemed in- 
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formed unless, prior to the giving of consent, the pro¬ 
posed human research is explained to the human subject 
in language understandable to him.• Such explanation must 
include the nature, duration, ahd purpose of the human, 
research; the manner in which it will be conducted; and 
all reasonably foreseeable risks of injury, death, incon¬ 
venience or discomfort to the subject from the human 
research. The human subject must be informed that the 
extent or nature of such risks is not known, if that is 
the case. In addition, the human subject must be in¬ 
formed that he may withdraw from the-human research at 
any time or, if this is not in fact the case (because un¬ 
wise, dangerous, or impossible)-, he must be so advised. 

c. Written consent shall be obtained in such form as will . 
indicate that the human subject has been fully informed 
of, and voluntarily accepts, the risks, inconveniences 
and discomforts which may be involved. 

7. RIGHTS OF SUBJECTS 

No human subject shall be asked to waive any rights that may 
arise against the United States in connection with any injury, 
loss, illness, disease or death suffered by the subject as 
a result of human research. 

8 ; PROTOCOLS AND AUTHORIZATION OF HUMAN RESEARCH 

a. No human research may be conducted unless: 

(1) The principal investigator has submitted to the 
authorized NASA official a protocol prepared in 
accordance with Attachment A; and 

(2) The authorized NASA official, after obtaining the 
advice described in paragraph 11 and after con¬ 
sidering the protocol of the principal investigator, 
authorizes in writing human research in accordance 
with the protocol as submitted, or in accordance 

with the protocol revised in such manner as .the 
• authorized NASA official may determine. 

b. In determining whether the proposed human research should 
be authorized, the authorized NASA official will consider 
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among other things, whether: 

The importance of the objective of the research 
outweighs the inherent risks to the subject. 

The subject of the human..research will be unneces¬ 
sarily exposed to risk of injury, illness, disease 
death, discomfort or inconvenience. 

The subject or his representatives will be compen¬ 
sated, by reason of insurance, workmen's compen¬ 
sation, or the like, in the event the subject 
suffers loss, injury, illness, disease or death 
as a result of the human research. 

c. Human research, once authorized under subparagraph a., 
shall not be changed if such change affects any item 
of the protocol unless such change is approved by the 
authorized NASA official and the informed consent of 
the human subject is obtained. 

9. REPORTS OF INJURIES, ILLNESS OR DISEASE AND CHANGES IN . 

PROCEDURES • 

The principal investigator of human research shall immedi¬ 
ately suspend the human research (unless such suspension 

would endanger the human subject) and inform the authorized 

NASA official in the event of: 

a. Any injury, illness or disease to the subject. 

b-. Any change in the environment or the subject's response 
that could lead to some medical disturbance. 

c. Any change from (1) the human research as described in 
the approved waiver request submitted pursuant to para¬ 
graph 5 or (2) the approved protocol submitted pursuant 
to paragraph 8. 

*10. COMMITTEES 


(1) 

( 2 ) 

(3) 


Pursuant to NMD/A 1150.7 and NMI 1150.1, each Field Instal¬ 
lation Director, in his .discretion, may appoint a committee 
composed of_ installation employees„.to advise the authorized 
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NASA official on matters within the scope of this 
Instruction. Similarly, for NASA Headquarters, the 
Associate Administrator for- Center Operations may appoint 
a committee composed of NASA employees for the same pur¬ 
pose. If the establishment of.an advisory committee, 
which wi.ll include non-Government members, is believed to ' 
be desirable, then the provisions of NMI 1150.2 shall be 
‘ followed. 

11. LEGAL, SAFETY AND MEDICAL OFFICE REVIEWS 

a. A copy of the waiver request submitted pursuant to para¬ 
graph 5d, or the protocol submitted to the authorized 
NASA official in accordance with paragraph 8, shall be 
submitted to the appropriate•installation counsel's 
office, the installation safety office and the instal¬ 
lation medical officer for their advice within a 
reasonable time before the conduct of human research. 

b. The authorized NASA official shall obtain the advice 
of the installation counsel's office, the installation 
safety office and the installation medical officer 

' prior to'acting pursuant to paragraph 5d or 8. 

• 12. IMPLEMENTING INSTRUCTIONS BY FIELD INSTALLATION 

A copy of any installation implementing instruction shall 
be forwarded to the General Counsel, NASA Headquarters. 


ATTACHMENT: 

A. Content of Protocol 


DISTRIBUTION: 
SDL 1 
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ATTACHMENT 
NMI 7100.3 


CONTENT OF PROTOCOL* 

The protocol to be submitted to an authorized NASA official in 
accordance with paragraph 8 shall-provide the following infor¬ 
mation: 

1. The title of the proposed research. 

2. Name of NASA organization conducting the research or for 
which the research is being conducted. 

3. Name and qualification of principal investigator (and 
of co-investigators, if any)..' 

4. Name and qualifications of persons who will conduct the 
human research (unless covered in item 3). 

‘5. The purpose of the research, including an explanation of 
why the use of human subject is required. 

6 . The plan of study. 

7. Historical background of the research, with references 
to pertinent scientific literature. This should include 
a discussion of relevant prior research using human 
beings and/or animals. 

8 . A hazards analysis, a description of the hazards controls 
and safety precaution to be applied, and an assessment 
of residual risks, will,an Operational Readiness In¬ 
spection be conducted prior to the conduct of the human 
research? 

9. 'Expected duration of the study. (Give approximate be¬ 
ginning and ending dates.) 

10. Approximate number of subjects to be used. 

11. The source(s) from which subjects are to be obtained. 

12. Criteria to be used in selecting subjects. 

13. Possible inccr. • v. : *: -** . .--rts, illness, c 
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14. The extent of the physical examination -to be given by a. 
physician: (1) initially to ascertain that the subject’s 
health status has been adequately established to certify 
that he is capable of undertaking' the -research/test, (2) 
during the course of the research, and (3) at the completion 
of the research. 

15. Will the subject be free to withdraw from the research at 
any time? If not, explain why; when and under what circum¬ 
stances may the subject withdraw? 

16. Wage, salary, or other payment, if any, to be paid to the 
subject. 

17. Will the human subject’s identity be disclosed, or be made 
available on request, to the public? The identity of the 
human subject will not be made available to the public with-* 

out his consent. * 

18. Source (Federal or state compensation acts, insurance, othei) 
and general description (include example of dollar amounts) 
of compensation, if any, to be received by a subject or his 
representative in the event of injury or death. Assistance 
in the preparation of this information may be obtained from 
the appropriate installation counsel’s office or, if the 
subject is, or will be, a Government employee, the instal¬ 
lation personnel office. 

19. Availability of a physician and an adequate medical facility 
within a reasonable distance during the research. (Indicate 
whether a physician will be present at all times or on call? 
if on call, his location during the performance' of the 
research.) 

20. What information concerning the human research is intended 
to be communicated to the subject in the course of obtaining 
his consent? (See paragraph 6 of the Instruction.) 

21. The proposed form of consent the subject will be asked to 
execute. 

22. If a determination puTOumt. to parser?.oh 5d has been, or 

’••’rlj b -, ^. ..'. 0 .. wO muicatv.. 
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HEADQUARTERS 
DEPARTMENT OF THE ARMY ■ 
’ "Washington, DC. 23 February 1073 

MEDICAL SERVICES 

CLERICAL INVESTIGATION PROGRAM 

\ . Effective 1 April 1973 

This revsioin reflects continually changing legal requirements in the field of human investi¬ 
gation. Local supplementation of this regulation is prohibited except upon approval of The 
Surgeon General UA.SG'.. 


Purpose. 


-V 


Submission of proposals.. 

Egpo—-r: requirements_ 


B. AppHcatlon for Clisical lure?:,nation Pr-jcct.. 

C. Beporting Guidelines. 


1. Purpose. This regulation provides. Army policy 
guidance fOr clinical investigations funded under 
other than, the RDTE appropriation and pre¬ 
scribes the procedures for processing proposal 
and for reporting progress. 

2. Applicability, a. The provisions of this regu¬ 

lation. are applicable to all Army medical fatih- 
ties and activities. \ 

S. The provisions of this regulation are net 
applicable to proposals regarding health care re¬ 
search as defined below. 

. Clinical investigation. Under . 


patients, outpatients, organ donors, informants, or 
normal individuals who. participate in studies of 
medical, physiological, sociological, or psycho¬ 
logical orientation. 

d. At risk. A person is "-at risk“ if lie/'slie may 
be exposed to the pos sib ili t y of ham (physical, 
psychological, or sociological) as a consequence of 
activity -which extends beyond use of established 
and accepted methods necessary to meet his/her 
needs. Determination of nature and extent of i; at 
risk - is a matter of commonsen.se and professional 
judgment. Responsibility for this determination 


3. D efini tions. » vimmum. wu.iv/i. uuuz. . .. .. . , . . . , , , 

this program clinical investigation consists of the \ n!S:ae ! « & or nssatuaonal and depart- 

organized sciennSo inqairr. both in banians an- re " ew ‘ Dedn^ determination trdl be 

—Wtreeti.^lared.laboo^ira.t ror1.-. fata djui-J hr the operating agency. 

problems of significant concern in the necessary Policy, a. Itis'fKe policy to‘enCotzrage~tire _ per^ 

focaance of clinical investigation by AAIEDD 


problems of significant c 
health care of members of the military community, 
including active duty personnel, dependents, ani 
retirees- 

5. Health, can research. The application :r 
scientific methods to the study of the availability, 
organization, administration, and management :: 
health services ro include the efficiency and efie:- 
tiveness with which such services are delivered. 

c. Subjects. Any persons who may be at risk tv- 
cause of panic-nation as an object of clinim.1 
investigation by members of the AAIEDD or thrir 
appointed representatives. These may include m- 


L 


personnel, especially by personnel assigned to 
ArmV hospitals where post-graduate educational 
programs are conducted. 

5. Within these Army teaching hospitals, basic 
personnel support for clinical investigation is a 
matter of qospital staff authorization. 

(1) Since resources are limited and the pro¬ 
cedures unique, clinical investigation support per¬ 
sonnel shocdolbe organized within a separate 
Clinical Investigation. Service of the hospital or¬ 
ganization structure. The Chief of the Clinical 


"This reffttlaocn supersedes AR 40-38.30 August lSTt. 
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Tn’-'cstigticio:-. Service will servo as coonii::"ir 
of clinical investigation for the lies; ml 
commander. 

id) Tire commander of the hospital will ip- 
point the following committees from the profes¬ 
sional stall: 

(a) Clinical Iacetligulion Committee —To 
review all finical investigation proposals for 
scientific adequacy and to set. priorities for sup¬ 
port. Tliis committee will he composed of :.:e 
Chief. Professional service, or his design;.:*! 
n'presenfatl"c who will act as Chairman, and at 
least sis other medically qualiiieil imlivi.'.nr.is 
designated i»;.* the hospital commander. 

[h) Unman C*e Committee —To re” : ?w 
for medical safety am! suitability all clinical in¬ 
vestigation protocols involving the use of licm 
subjects. This committee will be composed of :Iie 
Cliief. Professional Services, who will ac: as 
Chairman, a CTiaplain. a JAG officer and four 
other qualified individuals designated by the 
Commander of the hospital, who are not mem¬ 
bers of the Clinical Investigation Committee. 

(S) The Chief. Clinical Investigation Serv¬ 
ice will serve as the recorder of the Clinical In¬ 
vestigation and Human Use Committees. He will 
be responsible for maintaining records of aE ac¬ 
tions pertaining to individual protocols. 

(4) Where appropriate in Army non-teaching 
hospitals, the Chief. Professional Service may 
serve as coordinator of clinical investigation 
activities. 

e. The moral, ethical and legal concepts relat¬ 
ing to the use of human subjects will be followed 

of the human subject is essential Each individual 
who initiates or directs the clinical investigation 
has a personal duty and responsibility for ascer¬ 
taining the quality of the subject’s consent. Before 
the acceptance of the subject, he must be given 
adequate explanation. He should be informed of 
the nature, duration, and purpose of the study: the 
method and means by which.it is to be conducted: 
all inconveniences and hazards reasonably t--> be 
expected: and the effects upon his health or per¬ 
son which may possibly come from his participa¬ 
tion in the study. The agreement will be prepared 
in accordance with the format outlined in appen¬ 
dix A. and will be in non-medical language that 
is easily understood by the subject. 


d. Resource requirements for the Clinical In¬ 
vestigation Program will be programed and 
budgeted through established program/budget 
procedures. 

e. Clinical investigation projects should be 
oriented toward clinical problems of significant 
concern in the necessary health care of the mili¬ 
tary community. 

/. Investigation objectives should allow con¬ 
clusion of studies within the anticipated tour of 
the investigator, or careful plans should be made 
to permit continuation when the investigator 
leaves. 

fj. Proposals in the following categories must lie 
approved by The Surgeon General prior to initia¬ 
tion of investigation: 

(1) When funding requirements exceeds 
53,000. 

(2) When human subjects are used. 

(3) When investigational drugs are employed 
in humans, or any use is made of Schedule I con¬ 
trolled substances. See AR 40-7. 

(4) When radioisotopes axe used. See AR 40- 
37. 

(51 When a proposal is submitted from an 
Army, hospital not having a clinical investigation 
service. ( 

(6) When the proposal is concerned with 
drag or alcohol abuse. 

5. Submission of proposals, a. Proposals will be 
prepared in accordance with the format outlined 
in appendix B. All appropriate paragraphs will 
he completed and the information on the back¬ 
ground data, problem, experimental design, and 
method of approach will be sufficient to facilitate 
evaluation. 

5. Completed proposals will be submitted to the 
local commander or his designated representative 
(para 45) for critical review. The proposal will be 
evaluated for scientific validity, need, practicality, 
personnel, and funding requirements. Unsatis¬ 
factory or incomplete proposals will be returned 
to the originator without further action. 

c. Satisfactory proposals will besubmitted to the 
local Clinical Investigation and Human Use Com¬ 
mittees for approval. Approved proposals will 
then be submitted to the commander for approval. 

d. Proposals not subject to prior approval as out¬ 
lined in paragraph 4 <j will be forwarded through 
channels to The Surgeon General, HQDA. 

TAGO 405A' 
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(DASG) TVASH DC 20CU. for information 
only. 

e. Proposals falling within. the requirements of 
paragraphs 4^(1), (2), (4). 5) or (5) will be 
forwarded through appropriate ehnimai; to The 
Surgeon General, HQDA (DaSG) for evaluation 

and approval. 

/- Proposals falling within the requirements of 
paragraph 4p(3), will be processed as provided in 
— 6 and c, above, and in acfkion will have an' 
application prepared as prescribed in paragraph 
36 or c , Alt 40-7. Such proposals will be forwarded 
as prescribed in Alt 40-7. 

g. Forwarding correspondence should inclu de 
all action taken on the proposal by the local Clini¬ 
cal Investigation and Human Use Committees 
t,para45). 


AR 40-3S 

6. Reporting requirements. Activities nzd/or in¬ 
dividuals undertaking clinical investigation will 
subrnic an. a nnua l progress leport entitled. Clini¬ 
cal Investigation Program Reports Control Sym¬ 
bol 1IED-000, following the guidelines Set forth 
in appendix C. Prior to final printing and distri¬ 
bution. rwo draft copies will be submitted to The 
Surgeon General, HQDA (DASG) WaSH DC 
20314 for format review within 30 working clavs 
after the close of the fiscal year. 

T. TSG clinical investigation and human use 
committees. A DASG Clinical Investigation Com¬ 
mittee and a Human Use Committee will l* estab¬ 
lished to review all proposals for approval sub¬ 
mitted to The Surgeon General as spe-::fied in 
paragraph 4 g. . * 
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APPENDS A 

VOLUNTEER AGREEMENT 

_having attained my eighteenth IStli) 

birthday, and otherwise having full capacity to consent, do hereby volunteer 
to parnhpate in an investigation study entitled: 


under the direction of 1 —— 

The implications of my vc-Iuntary participation; the nature, duration and 
purpose: the methods and means by -which it is to be conducted: au-n the 
inconveniences and hazar ds to be expected have been thoroughly explained to 

me tv___ and are set forth in full on the reverse 

side of this Agreement, which I have initialed. I have been given an opportunity 
to ask tuesrions concerning investigation study, and any such questions 
have been answered to my full and complete satisfaction. 

I understand rhn- I may an any time during the course of this investigation 
study revoke my consent, an.- withdraw from the study without prejudice; 
however. I may be required to undergo certain further e xamin ations, if, m the 
opinion of the attending physician, such examinations are necessary icr my 
health cr well bong. 

Stgf 'm m Date 

I was present dm-rng the explanation referred to above, as well as the 
Volunteer's opportunity for questions, and hereby witness bis signature. 

Witness' Signature Date 

On mis side of the Volunteer Agreement, the principal investigator should 
set form full details concerning the investigation study, insofar as such would 
affect or influence the tentative subject in any way. This explanation should be 
worded so that it can be dearly understood by die subject. The-subject szould 
place his initials at the end of the last 5ne of explanation. 

A uroper explanation should, at a minimum, provide the answers to the 
_folIowinr-questioEs:—- * 

1. -What will be administered or done to the subject? 

2. How long will the subject's participation last? 

S. To what tests or examinations will the subject be required to submit? 

4. Why is die investigation being conducted? ■ 

5. Has this parricular stithy been done previously, and, if so, with what 
results? 

6. What inconveniences a=r discomforts is the subject likely to experience? 

7. What risks or hazards can be reasonably antidpated? 

S. What steps will be taken to prevent or minimize these risks or hazsrds? 


567 



AR 40-38 


APPENDIX B 

APPLICATION for clinical investigation project 


(Exempt report, para 7-26, AR 335-15) 


1. PRINCIPAL INVESTIGATOR: 

2. PROJECT TITLE: (Eater short project title.) 

3. OBJECTR a: (Brief but specific statement of the objective of the project.) 

4. MEDICAL APPLICATION: (Explain briefly the medical impor tan ce and 
possible usefulness of the project.) 

5. STATUS: (»7hat has.been accomplished or published in .the proposed area 
of study and in -rhat manner trill the project relate to or differ from that which 
has been acco mp lis h ed. If references or personal communication with other 
Army medical facilities are involved, so indicate.) 

6. PLAN: (Outline ex actly what is proposed to be accomplished in sufficient 
detail to indicate a clear course of action. Technological validity of procedures 
and chronologies! steps should be shown.) (Note. The Surgeon General and the 
local co mm a n der must have a very clear picture of how the investigation will 
proceed to meet the objective of the project. This paragraph frequently furnishes 
thsTjasis for approval or disapproval of a project.) 

7. BIBLIOGRAPHY: (List sources of information.) 

8. FACILITIES TO BE USED: (Such as laboratory, ward, clinic ) 

9. TIME REQUIRED TO COMPLETE: (Give month and year of expected 
start and anticipated completion). 

10. PERSONNEL TO CONDUCT PROJECT: (list names and positions 
of persons to he directly involved in project work.) (Attach short biogra phical 
sketch, including resume of education, research training, and list of publications, 
for each person named.) 


11. FUNDING IMPLICATIONS: 


a. .Personnel: (itemize and explain need)_ 

e. Consumable Supplies: (itemize)_ 

d. Travel: Itemize and «-r pl«fn need)________ 

e. Modification of facilities: (explain)_ 

j. Other (explain)_ 

"total' 


O&MA OPA 



12. DATE PREPARED: (Give day, month, and year of preparation.) 


Total 



(Signature oTPrincipal Investigator) (Signature of Department Chief) 


-—— :er Mi mailing address of Principal Investigator) 
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APPENDS C 


REPORTING GUIDELINES 


L FRONT COVER 
TITLE PAGE 
FOREWORD 
TABLE OF CONTENTS 

a. List according to Hospital Departments (i.e., Medicine. Surgery, etc.) 

b. Indicate year project was initiated and its present disposition: 
Ongoing (O!, terminated (T), completed (C), submitted for publica¬ 
tion (SP) or published (P) ' 

V. TABLE OF PUBLICATIONS AND PRESENTATIONS FOR CUR¬ 
RENT FISCAL YEAR 
Lis t accor ding to Hospital Department 
VI. UNIT SUMMARY SHEET 

Report total activities of Clinical Investigations Unit: • 

а. Objectives 

б. Te chni cal approach. 

(1) Manpower 

• (2) Funding (preceding and current Fiscal Year) 

c. Progress 


VH DETAIL . SHEET S 

Report specific information of individual protocols: 
o. Objectives 
b. Technical approach. 

(1) Summary of experimental design 

(2) Manpower 

(3) Funding (preceding and current Fiscal Year) 
e. Progress 

■ Summary of prior current progress and all publication(s) and/or 

presentations) 


m INDEX 
arSubject 
b. Author 

IX. BACH COVER 


T1CO 4031. 
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The proponent agency of this regulation Is the Office of The Surgeon 
General. Users are invited to send comments and suggested improve¬ 
ments on DA Form 2028 (Recommended Changes to Publications) direct 
to HQDA (DASG) WASH, DC 20314. 

By Order of the Secretary of the Array: 


Official: 

TERSE L. BOWERS 

Major General, United States Army 

The Adjutant General 


CREIGHTON W. ABRAMS 
General, United States Army 
Chief of Staff 


DISTRIBUTION: 

To be distributed in accordance with DA Form 12-9 requirement for AR, Medical Services— 
Applicable ro all Army Elements 

~edse Army: B (Qty Rqr Block No. 105) 

ASXG: C (Qty Rqr Block No. 106) 

USAS: D (Qty Rqr Block No. 107) 
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STATEMENT 


BY 


LIEUTENANT GENERAL RICHARD R. TAYLOR, M.D. 

THE SURGEON GENERAL 
DEPARTMENT OF THE ARMY 
BEFORE THE 

|SUBCOMMlTTEE ON ADMINISTRATIVE PRACTICE AND PROCEDURE 
OF THE 

JUDICIARY COMMITTEE 
AND THE 

SUBCOMMITTEE ON HEALTH OF THE LABOR AND PUBLIC WELFARE COMMITTEE 
UNITED STATES SENATE 
FIRST SESSION, 94th CONGRESS 


10 September 1975 


NOT FOR PUBLICATION 
UNTIL RELEASED BY THE 
SUBCOMMITTEE ON ADMINISTRATIVE 
P^^TICE AND PROCEDURE 
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BIOGRAPHICAL SKETCH OF WITNESS; Lieutenant G eneral Richard R. Taylor, M.D. 

Af^er 

studies at the University of Chicago In 1944; he graduated in 1946 with a doctor of 
medicine degree. 

General Taylor attended the Army Medical Department officer's basic course, after com¬ 
pleting an internship at the Highland Alameda County Hospital, Oakland, California, 
in 1947. His first medical assignment was as a general medical officer at the Army-Navy 
General Hospital in Hot Springs, Arkansas. After attending the company grade medical 
officer's course,- he completed his'residency-training at Letterman General Hospital in 
internal medicine and cardiology.. 

In 1953, General Taylor was assigned to Korea, first as Assistant Division Surgeon, then 
as Commander, 7th Medical Battalion, 7th Infantry Division, later serving as an internist 
at the Hemorrhcg-Ic Fever Center, 45th Evacuation Hospital. In 1955, General Taylor 
returned to the United Stores as a resident in pulmonary disease at Fitzsimons General 
Hospital and later became Chief, Non-TB Chest Disease Service. 

In 1957, he became Commanding Officer, US Army Medical Research and Development 
Unit, Fitzsimons General Hospital. 

Following a fellowship in tropical medicine at Louisiana State University in 1959, Genercl 
Taylor became Chief, Biophysics and Astronautics Research Branch of'the US Army Medical 
Research and Development. Command. After successive staff assignments, he was named 
Deputy Commander of the Command in 1963. ' 

September 1964 saw General Taylor serving as Staff Surgeon of the Joint US Military 
Assistance Group in Thailand end Command Surgeon of the Militcry Assistance Command, 
Thailand. After attending the Army War College at Ccriisle Barracks, Pennsylvania, he 
served in the Office of the Secretory of Defense as Chief, Biological and Medical Sciences 
Division, Office of the Director of Defense Research and Engineering. 

He served as Command Surgeon, Headquarters, Military Assistance Command, Vietnam, 
from 1969-70, where he was promoted to Brigadier General on October l, 1969. In 
September 1970, he become Commanding General of the US Army Medical Research 
and Development Command. He was sworn in as the Deputy Surgeon General on March 
I, 1973, and became The Surgeon General, US Army, on October I, 1973. 

He is certified by the American Board of Interna! Medicine, and is a Fellow of both 
the American College of Physicians and the American College of Chest Physicians. 

He is a member of the American Medical Association, the Association of Military 
Surgeons of the US (Past President), and the New York Academy of Science. 

His awards and decorations include the Distinguished Service Medal, the Legion of 
Merit with oak leaf cluster, the Bronze Star Medal, the Joint Services Commendation 
Medal with oak leaf cluster and the Army Commendation Medal with oak leaf cluster.. 
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Mr. Chairman: 


I am pleased to appear before you to review Department of Defense policies and 
procedures to protect the rights and welfare of human subjects of biomedical and 
behavioral research conducted under its sponsorship. I believe that your invitation 
was based upon a desire to know whether the Department of Defense has sponsored or 
.is now sponsoring medical research which exposes human beings to unreasonable risks. 

I refer to the risks of death or likely permanent damage to the mind, personality, or 
physical well-being as a result of research. I assure you that Department of Defense 
policy prohibits research carrying this degree of risk as well as research on humans 
who have not given the?'- free and informed consent. I believe that you also wish 
to know whether the Department of Defense meets current standards for conduct of 
research in humcn subjects. The Department of Defense and the military departments 
today follow standards for protection of research subjects which equal or exceed those 
followed by other Federal agencies and the medical community at large. 

The basic Department of Defense policy governing medical experiments was 
promulgated by the Secretary of Defense' on 26 February 1953 (lac! I) • This policy 
is based on the Nuremberg Code of 1947, which followed the war crimes trials (Incl 2). 

. The Chief of Staff published an implementing Memorandum in 1953. The departmental 
regulations implementing the tightening Federal contrr.’s of studies using investigational 
drugs, use of volunteers in medical research, and clinical investigations are listed 
at Incl 3. Copies of these regulations are available to your staff. 
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Some Impacts of these various regulations are that an Individual participating 
as a subject is required to be fully informed of the nature, purposes, and the effects • 
of the experimentation; he must give voluntary written informed consent without 
coercion; and he must be allowed to withdraw at any point from the experiment. 

These basic moral, ethical, and legal principles, identified above, are common 
•J 

to the regulations of the military departments. The Department of Defense has 
demonstrated a continuing concern in this area and has reviewed the procedures 
and taken corrective action where it was needed. 

In 1964, HEW and DOD entered into a Memorandum of Understanding related 
to new regulatory authority and responsibilities of the FDA concerning investigational 
drugs. This Memorandum and subsequent DOD Directives and service regulations 
established Investigational Drug Review Boards within the Offices of the Surgeons 
General. The boards provide professional review of proposed investigations with 
new drugs and biologicals. With these boards, the DOD was permitted certain 
exceptions from ordinary FDA review, including military requirements work which 
was classified, for reasons of national security. .The DOD agreed to discuss its 
classified investigations of drugs periodically with FDA personnel who had proper 
security clearance and to report to FDA findings associated with such studies 
which FDA should be aware of to make a sound evaluation of non-classified studies 
proposed on the same or similar drugs. 


574 



In May 1974, the Army staff responsibility for research involving life sciences 
was transferred from the Army Research Office, Office of the Chief of Research 
and Development, to The Surgeon General. In July of 1974, the approval authority 
for all research involving human subjects in the Army, except for nuclear and 
chemical warfare related studies, was transferred from the Office of the Chief of 
Research and Development to The Surgeon General. Proposals for research with 
nuclear or chemical warfare agents are forwarded by The Surgeon General with 
recommendations on the medical aspects to the Secretary of the Army for approval. 

In October 1974, The Surgeon General established the Human Use Review Office 
under the direction of the Assistant Surgeon General for Research and Development. 

The Human Use Review Office was charged with administering and coordinating 
activities of the Army Investigational. Drug Review 3oard, the US Army Medical 
Research and Development Command Contract Review Board, and The Surgeon 
General's Human Use Committee and Clinical Investigation Committee to insure 
uniform application of ethical standards for human research studies conducted within 
or sponsored by the Army Medical Department and other Army agencies. 

The Human Use Review Committee is the central Army processing point for 
all extramural and intramural human subjects research which require approval under 
provisions of Army Regulations. The staff includes a full time physician, two pharmacists 
with advanced training in pharmacology and a biostatistician. Legal advice is provided 
by attorneys in the Army Medical Research and Development Commend. This me^-^l. 
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scientific/ ond legal staff identifies problem areas and requests review by expert 
professional consultants, clarifications and/or revision before protocols are submitted 
to appropriate committees for review and recommendations to The Surgeon General. 

The Deputy Surgeon General has been delegated authority for final approval except for 
nuclear and chemical warfare related studies. The Secretary of the Army retains final 
approval authority for all studies with nuclear or chemical warfare agents. The Human 
Use Review Office is the authorized channel through which'Army investigators communic: 
with the Food and Drug Administration (FDA). The Army committees on human subjects 
research reviewed and made recommendations on over 300 research’ proposals during fiscc. 
year 1975. Provisions for the protection of human subjects and the detailed content of 
consent agreements were the primary concern of the members. The careful review is 
reflected by. the fact that a large number of proposals were disapproved or deferred perc:- 
revision of the consent procedures. The Human Use Review Office staff and committees 
apply the standards contained in' current Department of Defense and Department of Heal;'- 
Education, and Welfare (DHEW) regulations. For excmple, when the recent HEW mora¬ 
torium on fetal research was promulgated, the files were searched to be sure suchresecrc' 
was not being conducted within the Army Clinical Investigation Program. The Human 
Use Review committees have paid particular attention to special classes of subjects 
involved in Army research i.e. children, pregnant women, and prisoners, and have 
often required special consent procedures appropriate to a particular project. 

Within the Army, increased emphasis has been placed on insuring that agencies 
outside the Army Medical Department follow the same high standards as those within 
it. We have insisted that other Army agencies interpret the language of AR 70-25 
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broadly to include all experiments which may expose participants to-risk even the-, 
the project proponents may consider the testing to be primarily an operational exc 
ination of prototype machinery or equipment. If a test of a new uniform or vernci- 
fbr example, may expose subjects to risks from heat stress, noise, or fumes, the 
protocol is examined in detail to be sure that the subjects are fully informed volur- 
and to reduce risk as much as possible. A large amount of-time and effort is often 
required to adequately review tests of this type since their uniquely military settir 
sometimes makes it difficult to distinguish clecrly what tasks are reasonably "in t': 
lineofduty." 

Scope of Depa rtment of Defense Research Involving Human Subjects 

Within this context, 1 would like to discuss in broad terms the present Depart- 
of Defense research effort involving human subjects. Military missions expose trr 
to extremely diverse hazards and stresses, including "exotic" infections such as 
malaria and scrub typhus, great pressure variations, as in deep diving, and crasn 
forces; and high and low velocity missile combat wounds. The effectiveness of e\ 
our most "automated" military systems still is intimately linked to proper human 
performance. The rising cost of defense manpower means that efforts to decrease 
non-effectiveness of military personnel are increasingly important. Within our 
military health care systems we must conserve the fighting strength, and maintain 
quality health care. It should not be surprising that a defense environment of this 
kind generates requirements for research and investigation which can only be met 
the use of human subjects. 



Ail Department of Defense work using human subjects is conducted to meet 
requirements of the Department of Defense. There are two main divisions of this 
work. First, and by far the largest, is the RDTE funded program. The second, and 
newer program is that of clinical investigations funded in operations and maintenance 
accounts. 

The RDTE program is reviewed by the Director of Defense Research and Engineer! • 
and conducted by the Military Departments. Its requirements are generated by mi!lie 
unique needs of the Department of Defense and the Military Departments. 

The Assistant Secretary of Defense (Health and Environment) is the DOD propone 
of the clinical investigation program. The requirement for this program is generated 
by the Department of Defense mission of providing health care and training of medico• 
personnel. The work here more nearly resembles civilian (university) research procrc.- 
Professional postgraduate medical training requires the experience of research or ci.’: ' 
investigation, while the opportunity to participate in clinical investigations remains 
an important career incentive. While the work may not be unique to the Military 
Departments, it is usually of considerable relevance and aimed at improving the care 
in military hospitals. 

Some examples of military medical research are: 

Casualty Cere 

a. Use of electrical anesthesia in surgery. 

b. Tissue (bone) transplantation in the treatment of severe maxillofacial wound: 
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Infectious Disease. This area is one of great importance and interest in the 
Department of Defense and accounts for the largest use of human subjects, chiefly 
in vaccine development. 

o. Development and testing of a meningococcal meningitis vaccine to protect 
recruit populations. 

b. Development and testing, of new antimalarial drugs against malaria resistant 
to conventional medications. 

Following tests for safety and effectiveness in experimental animals, humans 
must be involved initially in small and later larger scale tests. 

Hazard Protection 

Human testing of physiological techniques to improve tolerance to sustained 
high acceleration forces encountered in combat aircraft. 

Evaluation of body heat loss encountered in cold-wcter diving in various protective 
suits. 

This area of research is primarily performed by active duty military personnel 
who are skilled in operating in these unusual.environments and who have volunteered 
for hazardous duty, for which they receive extra pay. This area of research is 
potentially the most hazardous of Department of Defense research and the one with 
the most highly trained subjects. 
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Defense Agoinst Chemical Weapons 

This research is conducted in service and under contract by Edgewood Arsenal, 
which is a part of the US Army Materiel Command. Research involving defense 
against chemical and biological weapons was authorized by the Secretary of the 
Army in 1953 and has been governed by Department of Defense and Army directives 
originally written in 1953 containing the language of the Nurerrfcerg Code which 1 
referred to earlier. This work was reviewed in open hearings before the House 
Committee on Science and Astronautics, 16 and 22 June 1959, and on several Icter 
occasions by Congressional Committees. The major research effort is involved with 
trying to find more effective antidote drugs to counteract chemical weapons that we 
know are in the arsenals of potential enemies. Many of the drugs that are used do 
temporarily affect performance and ability to do complex tasks but this is a sics effect 
and not an intended purpose of using the drug. I am sure you may have many questions 
about the history of this type of research and I will do my best to answer them. 1 would 
like to point out, however, that no drug is tested if there is any suspicion from pre- 
clinical testing in animals that it will have serious adverse or long lasting effects. 
Furthermore, the review mechanisms applied to Edgewood have been tightened over 
the last two years so that protocols are reviewed by the Army Investigational Drug 
Review Board and Human Subjects Research Review Board and relevant Department of 
Defense and Food and Drug Administration regulations are followed. A case in point 
is the newly developed antidote called "TAB" which will replace the traditional 
atropine antidote carried by US Armed Forces. A meeting was held with the FDA in 
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November 1974 regarding the deployment of this new drug. Since that time, further 
clinical studies have been postponed pending'submission of further data to FDA. Concerns 
expressed by former participants in the Army Chemical Warfare human testing program on 
lysergic acid diethylamide (LSD) have prompted me to direct a complete medical follow¬ 
up study of all participants.. The current status of the follow-up is at Inc! 4. 

Other Work with Investigational Drugs • 

There is presently no classified work with investigational drugs being conducted 
in the Department of Defense. The large majority of this work has.aiways been open 
and reported fully to the Food and Drug Administration. Presumably all use of inves¬ 
tigational drugs in the Department of Defense is formally on file with the FDA and 
projects are subject to that agency’s review before projects are begun. In addition 
to the 1974 meeting, mentioned above, representatives of the Food and Drug Adminis¬ 
tration reviewed the medical research activities at Edgewood Arsenal in 1967, pursuant 
to the HSW/DOD agreement, and a liaison visit by FDA was made to the Biomedical 
Laboratory, Edgewood Artenal in 1972. More detailed infoimation about Department 
of Defense research involving human subjects will be provided for the record. Historical 
information which you may desire will be promptly retrieved. 

As«you have heard, there is evidence thot the sound ethical principles directed 
in post and present DOD regulations appear not always to have been followed, 
particularly in the 1950‘s. Where this has been true, 1 believe that the problem has 
not been lack of guidelines but lack of compliance with them. We all deplore any 
instances in which the welfare of human subjects was not properly protected. 
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Procedures have been implemented that tighten control of this work so that the 
future will not provide more incidents. I assure you that no contract or in service 
projects calling for experimentation upon human beings will be done in the future by 
any part of the Department of Defense without the proper safeguards. In addition, 
action has been taken to insure that any participation in volunteer studies under the 
sponsorship,of Fort Detrick or Edgewood Arsenal by service personnel will be carefully 
documented in individual medical records. 

My aim has been to give you an overview of the subject. I assure you that when 
we ask people to assume any degree of risk as part of a Department of Defense medical 
or behavioral research project, we do if in the context of a long tradition of ethical 
responsibility.’ i believe our past efforts to protect subjects have been vigorous but 
we are always striving to improve. 
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SECRETARY OF DEFENSE 
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26 Feb 1953 


MEMORANDUM FOR THE SECRETARY OF THE ARMY 

SECRETARY OF THE NAVY 

SECRETARY OF THE AIR FORCE 

SUBJECT: Use of Human Volunteers in Experimental Research 

1. Based upon a recommendation of the Armed Forces Midi'. 
Policy Council, that human subjects be employed, under re:: 
safeguards, as the only feasible means for realistic eva^^v.v 
and/or development of effective preventive measures of Gci*. 
against atomic, biological or chemical agents, tne poiicy ; . 
forth belov/ will govern the use of human volunteers by the^ 
Department of Defense in experimental research in the fields 
of"atomic, biological and/or chemical warfare. 

2. By reason of the basic medical^responsibility in -c- . 

with the development of defense of all types against ate;. 
biological and/or chemical warfare agents. Armed Services : 
and/or civilians on duty at installations engaged :n such ;• 
shall be permitted to actively participate in nil phases 
program, such participation shall be subject to the ro3 lev" :* 
conditions: • * 

a. The voluntary consent of the human subject is 
absolutely essential. 

(1) This means that the person*involved should 
have legal capacity to give consent; should be sc 
situated as to be able to exercise free power of 
choice, without the intervention of any element c r 
force, fraud, deceit, duress, over-reaching, or o 
ulterior form of constraint or coercion? and s.. 
have sufficient knowledge and comprehension or t'.\. 
elements *of the subject matter involved as to 

.-enable-him.-to -mahe ; an- under s tanding-anai -enlight-n.--. 
decision.' This latter element requires that be.* : 
the acceptance of an affirmative decision by t~ 
exoerimental subject there should be mace ;tnovr- 
to”him the nature, duration, and purpose of 
the experiment; the method and means by 
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which it is to be conducted; all inconveniences 
and hazards reasonably to be expected; and the 
effects upon his health or person which may possibly 
come from his participation in the experiment. 

(2) The concept of the human subject shall be in 
writing, his signature shall be affixed to a written 
instument setting forth substantially the afore¬ 
mentioned requirements and shall be.signed in the 
presence of at least one witness who shall attest to 
such signature in writing. 

(a) In experiments where personnel from more 
than one Service are involved*the Secretary of the 
Service which is exercising primary responsibility 
for conducting the experiment is designated to cre¬ 
pare such an instrument and coordinate it for use 
by all the Services having human volunteers involved 
in the experiment. 

(3) The. duty and responsibility for ascertaining 

the quality of the consent rests upon each indi":.<!:;c.l 
who initiates, directs or engages In the excoriw.ent. 

It is a personal duty and responsibility which may 
not be delegated to another with impunicy. 

b. The experiment should be such as to yield fruitful 
results for the good of society, unprocurable bv*other methods 
or means of study, and not random and unnecessary in nature. 

c. The number of volunteers used shall be kept at a 
minimum consistent with item b., above. ' 

d. The experiment should be so designed and based on the 
results of aniir.al experimentation and a knowledge of the natural 
history of the disease or other problem under study that the 
anticipated results will justify the performance of the exoerrrar 

e. The experiment should be so conducted as to avoid ail 
unnecessary physical and mental suffering and injury. 

. No; 'experiment should--be- conducted :where .there-ds- an 
a priori reason to believe that death or ‘disabling injury will 
occur. 

g. The degree of risk to be taken should never exceed 
that determined by the humanitarian importance .of the problem 
to be solved by the experiment. 
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h. Proper preparation should be made and adequate 
facilities provided to protect the experimental subject against 
even remote possibilities of injury, disability, or death. 

i. The experiment should be conducted only by sciont:f.' 
cally crualified ncrsons. The highest degree of skill and care 
should "be required through all stages of the experiment of thou 
who conduct.or engage in the experiment. 

j. During the course of the experiment the numan suo^e 
should be at liberty to bring the experiment to an end ifjie hr- 
reached the physical or mental state where continuation of the 
experiment seems to him to be impossible. 

k. During the course of the experiment the scientist : 
chares must be croon red to terminate the super a*.'.vb n t at any sc.. 
if he has crobable* cause to believe, in the exercise of the go: 
faith, superior skill and careful judgment required of him th:. 
continuation of the experiment is likely to result m injury, o. 
ability, or death to the experimental subject. 

l. The established policy, which prohibits the use of 
prisoners of war in human uxpurirr.-_-ntatien, is continued ana c::.. 
will not be used under any circumstances. 

3. The Secretaries of the Army, navy and Air Force are 
authorized to conduct experiments in connection with tna devoid 
of defenses of all types" against atomic, biological and/or ch;.: 
war Hare agents involving the use or rn—.an sue j ecus v. itmn -.ne 
limits prescribed above. 

4. In each instance in which an.experiment is^proposed pur 
suant to this memorandum, the nature and purpose of the prepc. 
experiment and the name of the person who will be in charge 01 
such experiment shall be submitted for approval to the Secret:. 
of W the*military department in which, the proposed experiment is 
be conducted. ITo such experiment shall be undertaken until su* 
Secrc cc-.lv has approved in writing the experiment propsseu, ^ w:. 
person who’ will be in cnargs or conducting it, as \.cll «.» - 2 — 
the Secretary of Defense. 

..5 •-: ,5- Tlie addressed wi-1-1 -.be . responsible. .for ; insu.ring cpr.-plit 
with the provisions o*f this memorandum within their respective 
Services. 


/signed/ 

C.E. WILSON 


Copies furnished: 

Joint Chiefs of Staff- 
Research and Development Board 
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NUREMBERG CODE* 


1. The voluntary consent ot the human 
subject is absolutely essential. 

* This means that the person involved should 
have less! capacity to five consent: should bi: 


♦Copied from Experimentation with 
Human Beincrs ov Jav Katz. RuIseXI 
Sage Foundation, New York 1972. 
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so situated as to be able to exercise free sow. 
of choice, without the intersection uf any c'.r 
tnent of force, fraud, deceit, duress, over-reach 
inf. or other ulterior forta ot constraint or co¬ 
ercion; and should have sutticieat knowledge 
and comprehension of the elements ot the vjt> 
.iect .matter involved as to enable nun to make 
^ fn understanding and enlightened decision. This 
’“latter element requites that betore the cccept- 
'•* aocc of an affirmative decision by the sxperi- 
remtnrd subject there should be made known to 
. a him- the nature, duration, and pm pose of the 
. experiment: the method and means by which it 
"* is to be conducted: ail inconveniences and haz¬ 
ards reasonably to be cipeateu; and ire eii'eca 
" -upon his health or person which may possibly 
come from his participation in the experiment. 

The duty and responsibility for ascertain¬ 
ing The quality of the consent rests upon each 
individual who initiates, directs, or engages ic 
'the experiment. It is a personal duty and re¬ 
sponsibility which may not be delegated to an¬ 
other with impunity. 

2. The •experiment should be such as tc 
yield fruitful results lor the gcod of society, 
unprocurable by other methods or means c: 
study, and not randorfi and unnecessary in ns- 

’tuxe. 

3 . The experiment should be so designee 
arid based on the results of animal experiments 
tion ad a knowledge of the natural history c 
the disease or other problem under study !hz 
the anticipated results will justify the p:r:cm 
a nee of the experiment. 

4 . The experiment should be so conducts 
as to avoid all unnecessary physical and r.ier.t: 
suffering 2 nd iniury. 

5. No experiment should be conducts- 
where there is an a priori reason to bcilava t.v 
death or disabling injury wilt occur; exacc 
perhaps, in these experiments where the exps: 
mental physicians also serve as sub-sea. 

6. The degree of risk to be taken shou' 
never exceed that determined by* the hutr.cr 
tarian importance of the problem to be solve 
by the experiment. 

Proper preparations should be made ar 
adequate facilities provided to protect the c 
perimental 'subject against even remote pcs. 
bilities of injury, disutility, or death. 

8. The experiment sftouid be conduct; 
only by scientifically qualified persons. T 
highest degree of skill and care should He r 
quired through ali stages of the exrertmer.t 
those who conduct or engage in me experiment 


9. During the course of the experiment t 
human subject should be at liberty to bring t 
experiment to an end if he has reached the on- 
icai or mental-state where continuation *;f t 
experiment seems to him to be impoviible. . 

Iff. During the course of the experim: 
the scientist-in charge must be prepared 
terminate the experiment at any stage; if he ‘r 
probable cause to beiieve. in the exercise of : 
food faith, superior skill, and careful juderr 
required of him that a conunuaiion ot fe • 
ceriment. is liltelv to result. in injury, disc s:- 


' 586 




587 



CURRENT REGULATIONS 


AR 40-7 

AR 40-38 
AR 70-25 

BUMEDINST 6000.43 
BUMEDINST 6710.49D 

SECNAVXNST 3900.39 

APR 169-6 
AFR 169-8 

AFR 80-33 


Army 


Use of Investigational Drugs in Humans and 
the Use of Schedule I Controlled Drug 
Substances, 4 Apr 75 

Clinical Investigation Program, 23 Feb 73 

Use of Volunteers as Subjects of Research, 
15 Sep 74 


Navy 


Clinical Investigation Program, 15 Jan 75 

Investigational Use of New Drugs in Human 
Beings, 9 Jul 73 

Use of Volunteers as Subjects in Research, 
Development, Test and Evaluation, 28 Apr 69 


Air Force 


Clinical Investigation, 26 Jun 74 

Use of Human Test Subjects-in the Medical 
Service, 19 Aug 74 

Use of Volunteers in Aerospace Research, 
28 Aug 69 
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INFORMATION PAPER 


SGF.D-3 

9 September 1975 


SUBJECT: 


Progress ca Followup of Subjects of LSD end Ocli-.-r Arsy 
Psychoactivc Dcu ; -, Hasoarch 


FACTS. 

1. Liof LSD sub] has her-n. collated free: Ec*«e*.:c£*5 Arsenal r*c.-r.** 
and also fr«:s The Inspector 'tener;:! records. List :ss:a:i:5 550 m.-:-, : 
of which rare added sporadicaliy •"vur the last ifcver.il v-ohs since "d'C* 
records# ar* f a«: fcr*: prior to 1*.**'»1, 


2. Unarer.entat: 
Confer 25—2** At»* 

found wl:-:tv ci'.i 

of co:..:ytet to 


os.oj. 'mo Surr.aon General trevelcfl to St. louis P.C....V.:. 
sc 1973. Center was abJe to provide Soul.'I Security 
:.J t-Li! •adi:rcr..»-»s . :t 10'; .:„*rs.'i.s. .1o t c o' /.roup *.* • : •• 
r oi dustr..c.Lion c u r.-cord? by "ire or in.. •• - 

eats file from in*crelation, (service n: rV-:} nval*.e_o. 


3. Other* date bases to<fce used arc Veterans Administration (VA) it 
Social .'‘ccuriLy files. National Acade-y of Sciences .Vndical folicy 
has extensive* *.*:•:•/crime a using these tiara bn.-.as. LSD Followup 
is planning derails of proposal for followup examinations to be sab 
to the National Aar.de ny of Saioncc-s. 


1-cr a 



4. Nineteen of tin? Tort r.-nnuinp. group have bosn-axaBsiued at Valter L-e 
Army Medical Center, Of this group, one man, in addition to-LTC Jordan 
had an abnormal EEG. Consultants at Valter Raed Army Medical Center do 
r.ot feel that j-SD ws.; cs-uc..liy aaS'.'clatod wira tars abnormality. 

5. Several men from the Fcru Bennie:; group ;?«o originally declined 
examination wore •eco-sr.-cted out d.-c.iiaod rgara. The seven r.ei: *;.:r c»..: 
not be reached have been sent lctiers through the Social Security Ac ev e 
KcrJicr system. 




SCRD-HR 

SUBJECT: Progress .or. foUuwun of Subjects of LSD and Other Amy 
Psychoactive Oruq Research 

6. In the last seven weeks, 113 parsons have inquired r.t the Office 
The Surgeon General r.l-out drug testing. Twenty-six wsre on rccor.l :: 
having taken LSD and wore notified that they would be examined- Ay 
nataly 30 rovk orh-.;r «h ugs nt Eelgawood Arsenal, !;arylcnd,. and their 
for ir.forr..n^i.oa have uccn r.audied appropriately* 

7. A systematic analysis will be made of drug studies perforat'd at 
Edge-wood to datemiya which subjects of tests not involvint LG:) rp«pi 

follow.?. 
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THE BELMONT REPORT 


DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

Office of the Secretary 

Protection of Human Subjects 

Belmont Report: Ethical Principles 
and Guidelines for the Protection of 
Human Subjects of Research, Report 
of the National Commission for the 
Protection of Human Subjects of 
Biomedical and Behavioral Research 

AGENCY: Department of Health. 
Education, and Welfare. 

ACTION: Notice of Report for 
Public Comment. 

SUMMARY: On July 12. 1974, the 
National Research Act (Pub. L. 93- 
348) was signed into law, there-by 
creating the National Commission 
for the Protection of Human Sub¬ 
jects of Biomedical and Behavioral 
Research. One of the charges to the 
Commission was to identify the basic 
ethical principles that should underlie 
the conduct of biomedical and behav¬ 
ioral research involving human sub¬ 
jects and to develop guidelines which 
should be followed to assure that 
such research is conducted in 
accordance with those principles. In 
carrying out the above, the Commis¬ 
sion was directed to consider, (i) the 
boundaries between biomedical and 
behavioral research and the accepted 

and routine practice of medicine, (ii) 
the role of assessment of risk-benefit 
criteria in the determination of the 
appropriateness of research involving 
human subjects, (iii) appropriate 
guidelines for the selection of human 
subjects for participation in such 
research and (iv) the nature and 
definition of informed consent in 
various research settings. 


The Belmont Report attempts to 
summarize the basic ethical princi¬ 
ples identified by the Commission in 
the course of its deliberations. It is 
the outgrowth of an intensive four- 

day period of discussions that were 
held in February 1976 at the Smith¬ 
sonian Institution's Belmont Confer¬ 
ence Center supplemented by the 
monthly deliberations of the Com¬ 
mission that were held over a period 
of nearly four years. It is a'statement 
of basic ethical principles and guide¬ 
lines that should assist in resolving 
the ethical problems that surround 
the conduct of research with human 
subjects. By publishing the Report in 
the Federal Register, and providing 
reprints upon request, the Secretary 
intends that it may be made readily 
available to scientists, members of • 
Institutional Review Boards, and 
Federal employees. The two-volume 
Appendix, containing the lengthy 
reports of experts and specialists who 
assisted the Commission in fulfilling 
this part of its charge, is available as 
DHEW Publication No. (OS) 78- 
0013 and No. (OS) 78-0014, for sale 
by the Superintendent of Documents, 
U.S. Government Printing Office, 
Washington, D.C. 20402. 

Unlike most other reports of the 
Commission, the Belmont Report 
does not make specific recommenda¬ 
tions for administrative action by the 
Secretary of Health, Education, and 
Welfare. Rather, the Commission 
recommended that the Belmont 
Report be adopted in its entirety, as 
a statement of the Department’s pol¬ 
icy. The Department requests public 
comment on this recommendation. 

National Commission for the Protec¬ 
tion of Human Subjects of Biomedi¬ 
cal and Behavioral Research 


Members of the Commission 

Kenneth John Ryan. M.D., Chair¬ 
man, Chief of Staff, Boston Hos¬ 
pital for Women. 

Joseph V. Brady. Ph.D.. Professor of 
Behavioral Biology, Johns Hop¬ 
kins University. 

Robert E. Cooke. M.D., President, 
Medical College of Pennsylvania. 

Dorothy I. Height, President, 
National Council of Negro 
Women. Inc. 

Albert R. Jonsen, Ph.D„ Associate 
Professor of Bioethics, University of 
California at San Francisco. 

Patricia King, J.D., Associate Pro¬ 
fessor of Law, Georgetown Uni¬ 
versity Law Center. 

Karen Lebacqz, Ph.D., Associate 
Professor of Christian Ethics, Pacific 
School of Religion. 

•David W. Louisell, J.D., Professor of 
Law, University of California at 
Berkeley. 

Donald W. Seldin, M.D., Professor 
and Chairman, Department of In¬ 
ternal Medicine, University of Texas 
at Dallas. 

Eliot Stellar, Ph.D., Provost of the 
University and Professor of Physio¬ 
logical Psychology, University of 
Pennsylvania. 

•Robert H. Turtle, LL.B., Attorney, 
VomBaur, Coburn, Simmons & 
Turtle, Washington, D.C. 

•Deceased. 
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Belmont Report 

Ethical Principles and Guidelines for 
Research Involving Human Subjects 

Scientific research has produced sub¬ 
stantial social.benefits. It has also 
posed some troubling ethical questions. 
Public attention was drawn to these 
questions by reported abuses of human 
subjects in biomedical experiments, 
especially during the Second World 
War. During the Nuremberg War 
Crime Trials, the Nuremberg code 
was drafted as a set of standards for 
judging physicians and scientists who 
had conducted biomedical experiments 
bn concentration camp prisoners. 

This code became the prototype of 
many later codes 1 intended to assure 
that research involving human subjects 
would be carried but in an ethical 
manner. 

The codes consist of rules, some 
general, others specific, that'guide 
the investigators or the reviewers of 
research in their work. Such rules 
often are inadequate to cover com¬ 
plex situations; at times they come 
into conflict, and they are frequently 
difficult to interpret or apply. 

Broader ethical principles will pro¬ 
vide a basis on which specific rules 
may be formulated, criticized and 
interpreted. 

Three principles, or general pres¬ 
criptive judgments, that are relevant 
to research involving human subjects 
are identified in this statement. Other 
principles may also be relevant. 

These three are comprehensive, how¬ 
ever, and are stated at a level of gen¬ 
eralization that should assist scient¬ 
ists, subjects, reviewers and interested 
citizens to understand the ethical 
issues inherent in research involving 
human subjects. These principles 


•Since 1945, various codes for the proper 
and responsible conduct of human experimen¬ 
tation in medical research have been adopted 
by different organizations. The best known of 
these codes are the Nuremberg Code of 1947, 
the Helsinki Declaration of 1964 (revised in 
1975), and the 1971 Guidelines (codified into 
Federal Regulations in 1974) issued by the 
U.S. Department of Health, Education, and 
Welfare Codes for the conduct of social and 
behavioral research have also been adopted, 
the best known being that of the American 
Psychological Association, published in 1973. 


cannot always be applied so as to 
resolve beyond dispute particular eth¬ 
ical problems. The objective is to 
provide an analytical framework that 
will guide the resolution of ethical 
problems arising from research 
involving human subjects. 

This statement consists of a distinc¬ 
tion between research and practice, a 
discussion of the three basic ethical 
principles, and remarks about the 
application of these principles. 

A. Boundaries Between Practice and 
Research 

It is important to distinguish 
between biomedical and behavioral 
research, on the one hand, and the 
practice of accepted therapy on the 
other, in order to know what activi¬ 
ties ought to undergo review for the 
protection of human subjects of 
research. The distinction between 
research and practice is blurred partly 
because both often occur together (as 
in research designed to evaluate a 
therapy) and partly because notable 
departures from standard practice 
are often called “experimental" when 
the terms “experimental” and 
“research” are not carefully defined. 

For the most part, the term “prac¬ 
tice” refers to interventions that are 
designed solely to enhance the well¬ 
being of an individual patient or 
■client and that have a reasonable 
expectation of success. The purpose 
of medical or behavioral practice is ’ 


•Although practice usually involves inter¬ 
ventions designed solely to enhance the well¬ 
being of a particular individual, interventions 
are sometimes applied to one individual for 
the enhancement of the well-being of another 
(e.g., blood donation, skin grafts, organ trans¬ 
plants) or an intervention may have the dual 
purpose of enhancing the well-being of a par¬ 
ticular individual, and, at the same time, pro¬ 
viding some benefit to others (e.g., vaccina¬ 
tion, which protects both the person who is 
vaccinated and society generally). The fact that 
some forms of pratice have elements other 
than immediate benefit to the individual 
receiving an intervention, however, should not 
confuse the general distinction between 
research and practice. Even when a procedure 
applied in practice may benefit some other 
person, it remains an intervention designed to 
enhance the well-being of a particular individ¬ 
ual or groups of individuals; thus, it is practice 
and need not be reviewed as research. 


to provide diagnosis, preventive 
treatment or therapy to particular 
individuals. 3 By contrast, the term 
“research” designates an activity 
designed to test an hypothesis, permit 
conclusions to be drawn, and thereby 
to develop or contribute to generaliz- 
able knowledge (expressed, for 
example, in theories, principles, and 
statements of relationships). 

Research is usually described in a 
formal protocol that sets forth an 
objective and a set of procedures 
designed to reach that objective. 

When a clinician departs in a sig¬ 
nificant way from standard or 
accepted practice, the innovation 
does not, in and of itself, constitute 
research. The fact that a procedure is 
“experimental,” in the sense of new, 
untested or different, does not auto¬ 
matically place it in the category of 
research. Radically new procedures 
of this description should, however, 
be made the object of formal 
research at an early stage in order to 
determine whether they are safe and 
effective. Thus, it is the responsibility 
of medical practice committees, for • 
example, to insist that a major inno¬ 
vation be incorporated into a formal 
research project. 3 

Research and practice may be car¬ 
ried on together when research is 
designed to evaluate the safety and 
efficacy of a therapy. This nee'd not 
cause any confusion regarding 
whether or not the activity requires 
review; the general rule is that if 
there is any element of research in an 
activity, that activity should undergo 
review for the protection of human 
subjects. 

B. Basic Ethical Principles 

The expression “basic ethical prin¬ 
ciples” refers to those general judg¬ 
ments that serve as a basic justifica¬ 
tion for the many particular ethical 
prescriptions and evaluations of 


•Because the problems related to social 
experimentation may differ substantially from 
those of biomedical and behavioral research, 
the Commission specifically declines to make 
any policy determination regarding such 
research at this time. Rather, the Commission 
believes that the problem ought to be 
addressed by one of its successor bodies. 


593 



Page 4 


THE BELMONT REPORT 


human actions. Three basic princi¬ 
ples. among those generally accepted 
in our cultural tradition, are particu¬ 
larly relevant to the ethics of research 
involving human subjects: the princi¬ 
ples of respect for persons, benefi¬ 
cence and justice. 

1. Respect for'Persons .—Respect 
for persons incorporates at least two 
ethical convictions: first, that indi¬ 
viduals should be treated as auto¬ 
nomous agents, and second, that per¬ 
sons with diminished autonomy are 
entitled to protection. The principle 
of respect for persons thus divides 
into two separate moral require¬ 
ments: the requirement to acknowl¬ 
edge autonomy and the requirement 
to protect those with diminished 
autonomy. 

An autonomous person is an indi¬ 
vidual capable of deliberation about 
personal goals and of acting under 
the direction of such deliberation. To 
respect autonomy is to give weight to 
autonomous persons’ considered 
opinions and choices while refraining 
from obstructing their actions unless 
they are clearly detrimental to others. 
To show lack of respect for an auto¬ 
nomous agent is-to repudiate that 
person’s considered judgments, to 
deny an individual the freedom to act 
on those considered judgments, or to 
withhold information necessary to 
make a considered judgment, when 
there are no compelling reasons to do 
so. 

However, not every human being 
is capable of self-determination. The 
capacity for self-determination 
matures during an individual’s life, 
and some individuals lose this capac¬ 
ity wholly or in part because of 
illness, mental disability, or circum¬ 
stances that severely restrict liberty. 
Respect for the immature and the 
incapacitated may require protecting 
them as they mature or while they 
are incapacitated. 

Some persons are in need of 
extensive protection, even to the 
point of excluding them from activi¬ 
ties which may harm them; other 
persons require little protection 
beyond making sure they undertake 
activities freely and with awareness 
of possible adverse consequences. 


The extent of protection afforded 
should depend upon the risk of harm 
and the likelihood of benefit. The 
judgment that any individual lacks 
autonomy should be periodically ree¬ 
valuated and will vary in different 
situations. 

In most cases of research involving 
human subjects, respect for persons 
demands that subjects enter into the 
research voluntarily and with ade¬ 
quate information. In some situa¬ 
tions, however, application of the 
principle is not obvious. The invol¬ 
vement of prisoners as subjects of 
research provides an instructive 
example. On the one hand, it would 
seem that the principle of respect for 
persons requires that prisoners not be 
deprived of the opportunity to volun¬ 
teer for research. On the other hand, 
under prison conditions .they may be 
subtly coerced or unduly influenced 
to engage in research activities for 
which they would not otherwise 
volunteer. Respect for persons would 
then dictate that prisoners be pro¬ 
tected. Whether to allow prisoners to 
“volunteer” or to “protect” them 
presents a dilemma. Respecting per¬ 
sons, in most hard cases, is often a 
matter of balancing competing claims 
urged by the principle of respect 
itself. 

2. Beneficence .—Persons are 
treated in an ethical manner not only 
by respecting their decisions and pro¬ 
tecting them from harm, but also by 
making efforts to secure their well¬ 
being. Such treatment falls under the 
principle of beneficence. The term 
“beneficence” is often understood to 
cover acts of kindness or charity that 
go beyond strict obligation. In this 
document, beneficence is understood 
in a stronger sense, as an obligation. 
Two general rules have been formu¬ 
lated as complementary expressions 
of beneficent actions in this sense: (1) 
do not harm and (2) maximize possi¬ 
ble benefits and minimize possible 
harms. 

The Hippocratic maxim “do no 
harm” has long been a fundamental 
.principle of medical ethics. Claude 
Bernard extended it to the realm of 
research, saying that one should not 


injure one person regardless of the 
benefits that might come to others. 
However, : even avoiding harm 
requires learning what is harmful; 
and, in the process of obtaining this 
information, persons may be exposed 
to risk of harm. Further, the Hippo¬ 
cratic Oath requires physicians to 
benefit their patients “according to 
their best judgment.” Learning what 
will in fact benefit may require 
exposing persons to risk. The prob¬ 
lem posed by these imperatives is to 
decide when it is justifiable to seek 
certain benefits despite the risks 
involved, and when the benefits 
should be foregone because of the 
risks. 

The obligations of beneficence 
affect both individual investigators 
and society at large, because they 
extend both to particular research 
projects and to the entire enterprise 
of research. In the case of particular 
projects, investigators and members . 
of their institutions are obliged to 
give forethought to the maximization 
of benefits and the reduction of risk 
that might occur from the research 
investigation. In the case of scientific 
research in general, members of the 
larger society are obliged to recog¬ 
nize the longer term benefits and 
risks that may result from the 
improvement of knowledge and from 
the development of novel medical, 
psychotherapeutic, and social 
procedures. 

The principle of beneficence often 
occupies a well-defined justifying role 
in many areas of research involving 
human subjects. An example is found 
in research involving children. Effec¬ 
tive ways of treating childhood dis¬ 
eases and fostering healthy develop¬ 
ment are benefits that serve to justify 
research involving children—even 
when individual research subjects are 
not direct beneficiaries. Research 
also makes is possible to avoid the 
harm that may result from the appli¬ 
cation of previously accepted routine 
practices that on closer investigation 
turn out to be dangerous. But the 
role of the principle of beneficence is 
not always so unambiguous. A diffi¬ 
cult ethical problem remains, for 
example, about research that pres- 
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ents more than minimal risk without 
immediate prospect of direct benefit 
to the children involved. Some have 
argued that such research is inad¬ 
missible, while others have pointed 
out that this limit would rule out 
much research promising great 
benefit to children in the future. Here 
again, as with all hard cases, the dif¬ 
ferent claims covered by the principle 
of beneficence may come into con- . 
flict and force difficult choices. 

3. Justice .—Who ought to receive 

the benefits of research and bear its - 

burdens? This is a question of justice, 
in the sense of “fairness in distribu¬ 
tion" or “what is deserved.” An injus¬ 
tice occurs when some benefit to 
which a person is entitled is denied 
without good reason or when some 
burden is imposed unduly. Another 
way of conceiving the'principle of 
justice is that equals ought to be 
treated equally. However, this state¬ 
ment requires explication. Who is 
equal and who is unequal? What 
considerations justify departure from 
equal distribution? Almost all com¬ 
mentators allow that distinctions 
based on experience, age, depriva¬ 
tion, competence, merit and position 
do sometimes constitute criteria justi¬ 
fying differential treatment for cer¬ 
tain purposes. It is necessary, then, to 
explain in what respects people 
should be treated equally. There are 
several widely accepted formulations 
of just ways to distribute burdens 
and benefits. Each formulation men- ■ 
tions some relevant property on the 
basis of which burdens and benefits 
should be distributed. These formula¬ 
tions are (1) to each person an equal 
share, (2) to each person according to 
individual need, (3) to each person 
according to individual effort, (4) to 
each person according to societal 
contribution, and (5) to each person 
according to merit. 

Questions of justice have long been 
associated with social practices such 
as punishment, taxation and political 
representation, Until recently these 
questions have not generally been 
associated with scientific research. 
Towever, they are foreshadowed 
ven in the earliest reflections on the 


ethics of research involving human 
subjects. For example, during the 
19th and early 20th centunes the 
burdens of serving as research sub¬ 
jects fell largely upon poor ward 
patients, while the benefits of 
improved medical care flowed prim¬ 
arily to private patients. Subse¬ 
quently, the exploitation of unwilling 
prisoners as research subjects in Nazi 
concentration camps was condemned 
as a particularly flagrant injustice. In 
this country, in the 1940’s, the Tus- 
kegee syphilis study used disadvan¬ 
taged, rural black men to study the 

untreated course of a disease that is 
by no means confined to that popula¬ 
tion. These subjects were deprived of 
demonstrably effective treatment in 
order not to interrupt the project, 
long after such treatment became 
•generally available. 

Against this historical background, 
it can be seen.how conceptions of 
justice are relevant to research 
involving human subjects. For 
example, the selection of research 
subjects needs to be scrutinized in 
order to determine whether some 
classes (e.g., welfare patients, particu¬ 
lar racial and ethnic minorities, or 
persons confined to institutions) are 
being systematically selected simply 
because of their easy availability, 
their compromised position, or their 
manipulability, rather than for rea¬ 
sons directly related to the problem 
being studied. Finally, whenever 
research supported by public funds 
leads to the development of thera¬ 
peutic devices, and procedures, justice 
demands both that these not provide 
advantages only to those who can 
afford them and that such research 
should not unduly involve persons 
from groups unlikely to be among . 
the beneficiaries of subsequent appli¬ 
cations of the research. 

C. Applications 

Applications of the general princi¬ 
ples to the conduct of research leads 
to consideration of the following 

requirements: informed consent, 
risk/ benefit assessment, and the 
selection of subjects of research. 

1. Informed Consent .—Respect for 


persons requires that subjects, to the 
degree that they are capable, be given 
the opportunity to choose what shall 
or shall not happen to them. This 
opportunity is provided when ade¬ 
quate standards for informed consent 
are satisfied. 

While the importance of informed 
consent is unquestioned, controversy 
prevails over the nature and possibil¬ 
ity of an informed consent. Nonethe¬ 
less, there is widespread agreement 
that the consent process can be ana¬ 
lyzed as containing three elements: 

information, comprehension and 

voluntariness. 

Information. Most codes of 
research establish specific items for 
disclosure intended to assure that 
subjects are given sufficient informa¬ 
tion. These items generally include: 
the research procedure, their pur¬ 
poses, risks and anticipated benefits, 
alternative procedures (where ther¬ 
apy is involved), and a statement 
offering the subject the opportunity 
to ask questions and to withdraw at 
any time from the research. Addi¬ 
tional items have been proposed, 
including how subjects are selected, 
the person responsible for the' 
research, etc. 

However, a simple listing of items 
does not answer the question of what 
the standard should be forjudging 
how much and what sort of informa¬ 
tion should be provided. One stand¬ 
ard frequently invoked in medical 
practice, namely the information 
commonly provided by practitioners 
in the field or in tne locale, is inade¬ 
quate since research takes place pre- ’ 
cisely when a common understanding 
does not exist. Another standard, 
currently popular in malpractice law, 
requires the practitioner to reveal the 
information that reasonable persons 
would wish to know in order to make 
a decision regarding their care. This, 
too, seems insufficient since the 
research subject, being in essence a 
volunteer, may wish to know consid¬ 
erably more about risks gratuitously 
undertaken than do patients who 
deliver themselves into the hand of a 
clinician for needed care. It may be 
that a standard of “the reasonable 
volunteer” should be proposed: the 
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extent and nature of information 
should be such that persons, knowing 
that the procedure is neither 
necessary for their care nor perhaps 
fully understood, can decide whether 
they wish to participate in the 
furthering of knowledge. Even when 
some direct benefit to them is 
anticipated, the subjects should 
understand clearly the range of risk 
and the voluntary nature of 
- participation; 

A special problem of consent arises 
where informing subjects of some 
pertinent aspect of the research is 
likely to impair the validity of the 
research. In many cases, it is 
sufficient to indicate to subjects that 
they are being invited to participate 
■in research of which some features 
will not be revealed until the research 
is concluded. In all cases of research 
involving incomplete disclosure, such 
research is justified only if it is clear 
that (1) incomplete disclosure is truly 
necessary to accomplish the goals of 
the research, (2) there are no 
undisclosed risks to subjects that are 
more than minimal, and (3) there is 
an adequate plan for debriefing 
subjects, when appropriate, and for 
dissemination of research results to 
them. Information about risks should 
never be withheld for the purpose of 
eliciting the cooperation of subjects, 
and truthful answers should always 
be given to direct questions about the 
research. Care should be taken to 
distinguish cases in which disclosure 
would destroy or invalidate the 
research from cases in which 
disclosure would simply inconven¬ 
ience the investigator. 

Comprehension. The manner and 
context in which information is 
conveyed is as important as the 
information itself. For example, 
presenting information in a 
disorganized and rapid fashion, 
allowing too little time for 
consideration or curtailing- 
opportunities for questioning, all 
may adversely affect a subject’s 
ability to make an informed choice. 

Because the subject’s ability to 
understand is a function of 
intelligence, rationality, maturity and 
language, it is necessary to adapt the 


presentation of the information to 
the subject’s capacities. Investigators 
are responsible for ascertaining that 
the subject has comprehended the 
information. While there is always an 
obligation to ascertain that the 
information about risk to subjects is 
complete and adequately compre¬ 
hended, when the risks are more 
serious, that obligation increases. On 
occasion, it may be suitable to give 
some oral or written tests of 
comprehension. 

Special provision may need to be 
made when comprehension is 
severely limited—for example, by 
conditions of immaturity or mental, 
disability. Each class of subjects that 
one might consider as incompetent 
(e.g., infants and young children, 
mentally disabled patients, the 
terminally ill and the comatose) 
should be considered on its own 
terms. Even for these persons, 
however, respect requires giving them 
the opportunity to choose to the 
extent they are able, whether or not 
to participate in research. The 
objections of these subjects to 
involvement should be honored, 
unless the research entails providing 
them a therapy unavailable 
elsewhere. Respect for persons also 
requires seeking the permission of 
other parties in order to protect the 
subjects from harm. Such persons are 
thus respected both by acknowledg¬ 
ing their own wishes and by the use 
of third parties to protect them from 
harm. 

The third parties chosen should be 
those who are most likely to under¬ 
stand the incompetent subject’s 
situation and to act in that person’s 
best interest. The person authorized 
to act on behalf of the subject should 
be given an opportunity to observe 
the research as it proceeds in order to 
be able to withdraw the subject from 
the research, if such action appears in . 
the subject’s best interest. 

Voluntariness. An agreement to 
participate in research constitutes a 
valid consent only if voluntarily 
given. This element of informed 
consent requires conditions free of 
coercion and undue influence. 
Coercion occurs when an overt threat 


of harm is intentionally presented b\ 
one person to another in order to 
obtain compliance. Undue influence 
•by contrast, occurs through an offer 
of an excessive, unwarranted, 
inappropriate or improper reward o: 
other overture in order to obtain 
compliance. Also, inducements that ' 
would ordinarily be acceptable may 
become undue influences if the 
subject is especially vulnerable. 

Unjustifiable pressures usually 
occur when persons in positions of 
authority or commanding influence- ' 
especially where possible sanctions 
are involved—urge a course of actior 
for a subject: A continuum of such 
influencing factors exists, however, 
and it is impossible to state precisely 
where justifiable persuasion ends and 
undue influence begins. But undue 
influence would include actions such 
as manipulating a person’s choice 
through the controlling influence of a 
close relative and threatening to 
withdraw health services to which an 
individual would otherwise be 
entitled. 

2. Assessment of Risks and 
Benefits.— The assessment of risks 
and benefits requires a careful 
arrayal of relevant data, including, in 
some cases, alternative ways of 
obtaining the benefits sought in the 
research. Thus, the assessment 
presents both an opportunity and a 
responsibility to gather systematic 
and comprehensive information 
about proposed research. For the 
investigator, it is a means to examine 
whether the proposed research is 
properly designed. For a review 
committee, it is a method for 
determining whether the risks that 
will be presented to subjects are 
justified. For prospective subjects, 
the assessment will assist the 
determination whether or not to 
participate. 

■ The Nature and Scope of Risks 
and Benefits. The requirement that 
research be justified on the basis of a 
favorable risk/ benefit assessment 
bears a close relation to the principle 
of beneficence, just as the moral 
requirement that informed consent 
be obtained is derived primarily from 
the principle of respect for persons. 
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The term “risk" refers to u possibility 
that harm may occur. However, 
when expressions such as “small risk” 
or “high risk” are used, .they usually 
refer (often ambiguously) both to the 
chance (probability) of experiencing 
a harm and the severity (magnitude) 
of the envisioned harm. 

The term “benefit” is used in the 
research context to refer to 
something of positive value related to 
health or welfare. Unlike “risk,” 
“benefit" is not a term that expresses 
probabilities. Risk is properly 
contrasted to probability of benefits, 
and benefits are properly contrasted 
with harms rather than 
risks of harm. Accordingly, so-called 
risk/benefit assessments are 
concerned with the probabilities and 
magnitudes of possible harms and 
anticipated benefits. Many kinds of 
possible harms and benefits need to 
be taken into account. There are, for 
example, risks of psychological 
harm, physical harm, legal harm, 
social harm and economic harm and 
the corresponding benefits. While the 
most likely types of harms to 
research subjects are those of 
psychological or physical pain or 
injury, other possible kinds should 
not be overlooked. 

Risks and benefits of research may 
affect the individual subjects, the 
families of the individual subjects, 
and society at large (or special 
groups of subjects in society). 

Previous codes and Federal regu¬ 
lations have required that risks to 
subjects be outweighed by the sum of 
both the anticipated benefit to the 
subject, if any, and the anticipated 
benefit to society in the form of 
knowledge to be gained from the 
research. In balancing these different 
elements, the risks and benefits 
affecting the immediate research 
subject will normally carry special 
weight. On the other hand, interests 
other than those of the subject may 
on some occasions be sufficient by 
themselves to justify the risks 
involved in the research, so long as 
the subjects’ rights have been 
protected. Beneficence thus requires 
that we protect against risk of harm 
to subjects and also that we be 
concerned about the loss of the 


substantial benefits that might be ■ 
gained from research. 

The Systematic Assessment of 
Risks and Benefits. It is commonly 
said that benefits and risks must be 
“balanced” and shown to be “in a 
favorable ratio.” The metaphorical 
character of these terms draws 
attention to the difficulty of making 
precise judgments. Only on rare 
occasions will quantitative techniques 
be available for the scrutiny of 
research protocols. However, the 
idea of systematic, nonarbitrary 
analysis of risks and benefits should 
be emulated insofar as possible. This '■ 
ideal requires those making decisions 
about the justifiability of research to 
be thorough in the accumulation and 
assessment of information about all 
aspects of the research, and to 
consider alternatives systematically. 
This procedure renders the assess¬ 
ment of research more rigorous and 
precise, while making communica¬ 
tion between review board members 
and investigators less subject to 
misinterpretation, misinformation 
and conflicting judgments. Thus, 
there should first be a determination 
of the validity of the presuppositions 
of the research; then the nature, 
probability and magnitude of risk 
should be distinguished with as much 
clarity as possible. The method of 
ascertaining risks should be explicit, 
especially where there is no 
alternative to the use of such vague 
categories as small or slight risk. It 
should also be determined whether 
an investigator’s estimates of the 
probability of harm or benefits are 
reasonable, as judged by known facts 
or other available studies. 

Finally, assessment of the 
justifiability of research shoud reflect 
at least the following considerations: 

(i) Brutal or inhumane treatment of 
human subjects is never morally 
justified, (ii) Risks should be reduced 
to those necessary to achieve the 
research objective. It should be 
determined whether it is in fact 
necessary to use human subjects at 
all. Risk can perhaps never be 
entirely eliminated, but it can often 
be reduced by careful attention to 
alternative procedures, (iii) When 
research involves significant risk of 
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serious impairment, review commit¬ 
tees should be extraordinarily 
insistent on the justification of the 
risk (looking usually to the likelihood 
of benefit to the subject—or, in some 
rare cases, to the manifest volun¬ 
tariness of the participation), (iv) 
.When vulnerable populations are 
involved in research, the appropri¬ 
ateness of involving them should 
itself be demonstrated. A- number of 
variables go into such judgments, 
including the nature and degree of 
risk, the condition of the particular 
population involved, and the nature 
and level of the anticipated benefits, 
(v) Relevant risks and benefits must 
be thoroughly arrayed in documents 
and procedures used in the informed 
consent process. 

3. Selection of Subjects .—Just as 
the principle of respect for persons 
finds expression in the requirements 
for consent, and the principle of 
beneficence in risk/benefit 
assessment, the principle of justice 
gives rise to moral requirements that 
there.be fair procedures and 
outcomes in the selection of research 
subjects. 

Justice is relevant to the selection 
of subjects of research at two levels: 
the social and the individual. ’ 
Individual justice in the selection of 
subjects would require that 
researchers exhibit fairness: thus, 
they should not offer potentially 
beneficial research only to some 
patients who are in their favor or 
select only “undesirable” persons for. 
risky research. Social justice requires 
that distinction be drawn between 
classes of subjects that ought, and 
ought not, to participate in any 
particular kind of research, based on 
the ability of members of that class 
to bear burdens and on the 
appropriateness of placing further 
burdens on already burdened 
persons. Thus, it can be considered a 
matter of social justice that there is an 
order of preference in the selection of 
classes of subjects (e.g.,’ adults before 
children) and that some classes of 
potential subjects (e.g., the 
institutionalized mentally infirm or 
prisoners) may be involved as 
research subjects, if at all, only on 
certain conditions. 
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Injustice may appear in the 
selection of subjects, even if 
individual subjects are Selected fairly 
by investigators and treated fairly in 
the course of research. Thus injustice 
arises from social, racial, sexual and 
cultural biases institutionalized in 
society. Thus, even if individual 
researchers are treating their research 
subjects fairly, and even if IRBs are 
taking care to assure that subjects are 
selected fairly within a particular 
institution, unjust social patterns 
may nevertheless appear in the 
overall distribution of the burdens 
and benefits of research. Although 
individual institutions or investi¬ 
gators may not be able to resolve a 
problem that is pervasive in their 
social setting, they can consider 
distributive justice in selecting 


research subjects. 

Some populations, especially 
institutionalized ones, are already 
burdened in many ways by their 
infirmities and environments. When 
research is proposed that involves ' 
risks and does not include a 
therapeutic component, other less 
burdened classes of persons should 
be called upon first to accept these 
risks of research, except where the 
research is directly related to the 
specific conditions of the class 
involved. Also, even though public 
funds for research may often flow in 
the same directions as public funds 
for health care, it seems unfair that 
populations dependent on public 
health care constitute a pool of 
preferred research subjects if more 
advantaged populations are likely to 




be the recipients of the benefits. 

One special instance of injustice 
results from the involvement of 
vulnerable subjects. Certain groups, 
such as racial minorities, the 
economically disadvantaged, the very 
sick, and the institutionalized may 
continually be sought as research 
subjects, owing to their ready 
availability in settings where research 
is conducted. Given their dependent 
status and their frequently 
compromised capacity for free 
consent, they should be protected 
against the danger of being involved 
in research solely for administrative 
convenience, or because they are easy 
to manipulate as a result of their 
illness or socioeconomic condition. 

(FR Doc. 79-12065* Filed 4-17-79:8:45 in] 
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(d) Restrictions on Experi mentation. Foreign 

intelligence agencies shall not engage in experimenta- \ 

tion with drugs on human subjects, except with the 
informed consent, in writing and witnessed by a disinter¬ 
ested third party, of each such human subject and in 
accordance with the guidelines issued by the National 
Commission for the Protection of Human Subjects for J 

Biomedical and Behavioral Research. ' 

( e ) Assistance to Law Enforcem ent Authorities. 

(1) No foreign intelligence agency shall, 
except as expressly authorized by law (i) provide services, 
equipment, personnel or facilities to the Law Enforcement 
Assistance Administration or to State or local police 
organizations of the United States or (ii) participate 

in or fund any law enforcement activity within the United 
States. 

(2) These prohibitions shall not, however, 
preclude: (i) cooperation between a foreign intelligence 
agency and appropriate law enforcement agencies for the 
purpose of protecting the personnel and facilities of 

the foreign intelligence agency or preventing espionage or 
other criminal activity related to foreign intelligence 
or counterintelligence or (ii) provision of specialized 
equipment or technical knowledge for use by any other 
Federal department or agency. 
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2 

University of California Case Study 


This case study is an attempt to provide a context for some of the human radiation experiments 
that were carried out at one part of one institution—the Bay Area campuses of the University of 
Califomia-and thus to explain not only how but also why such experiments occurred. The focus here is 
deliberately narrow, upon the exceptional rather than the routine. Throughout, attention centers on a 
handful of individuals identified as having had a part in those human radiation experiments-the 
plutonium injections, for example-that were of early and particular interest to the Advisory Committee. 
Accordingly, the experiments described in this case study should not be considered representative of the 
broad work of the University of California or its physicians and researchers. 

The decision to focus on this particular university was not only a consequence of its central 
importance in the story of human radiation experiments, but likewise a reflection of the rich 
documentation surviving in university archives, which makes it possible to tell the story in such detail. In 
this regard, the University of California has provided great cooperation and assistance to the Advisory 
Committee in locating the documents that are the basis for this case study. 

OVERVIEW 

The University of California (UC) has been a pioneer in two distinct but related areas of interest 
to the Advisory Committee: the development of nuclear medicine, and cooperative arrangements 
between a major university and the U.S. government in time of national emergency, with the intent of 
harnessing "science in service of the state." 

Several themes emerge from this study. Perhaps most prominent is the way in which biomedical 
research, having been voluntarily subordinated to the military's needs during the wartime emergency, 
continued to be dependent upon government support after hostilities had ended and throughout the 
ensuing Cold War. Prior to Pearl Harbor, much of the funding at the University for both basic science 
and for applied biomedical research, particularly in the treatment of cancer, was dependent upon the 
support of a few large, private philanthropic organizations. After the war, not only the funding but also 
the tools for biomedical research-including permission to use the radioisotopes that became part of the 
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armamentarium of nuclear medicine—came from a centralized federal bureaucracy, the Atomic Energy 
Commission (AEC), which had as a part of its charter the active promotion of the benefits of the peaceful 
atom. 

A related theme is the way in which secrecy persisted after the war. Private support for nuclear 
medicine in the 1930s brought rapid progress, but the imposition of the wartime emergency temporarily 
redirected efforts in this area and, perhaps more importantly, added an overlay of concern with secrecy 
that had not existed before. Originally viewed by many in academia as a regrettable if unavoidable 
exigency of the war, secrecy ultimately became second nature to many researchers. At UC, as in the 
government generally, the strictures of "need to know" inevitably created opportunities for abuse. 
Ironically, this sometimes meant that those highest in the hierarchy, and vested with the greatest 
responsibility, were among the least knowledgeable about what was being done at lower levels. For 
example, neither UC President Robert Sproul, nor Secretary-Treasurer of the Regents Robert Underhill, 
was informed of the actual purpose of the Los Alamos project until well after the University had agreed to 
oversee the project and it was already underway. 1 

Secrecy also meant that claims of national security could be used to classify information that 
might have been merely embarrassing, or that could have implicated individuals engaged in questionable 
behavior. Thus, as shown by written instructions issued by the Army in the wake of the plutonium 
injections controversy, the federal government explicitly extended the cloak of secrecy to include any 
reference to human experiments which "might have adverse effects on public opinion or result in legal 
suits." 2 Documents pertaining to government-supported human radiation experiments at UC indicate that 
representatives of the Army or the AEC, rather than UC researchers, were the ones insisting that human 
radiation experiments remain secret. 

A third theme concerns the diffusion of responsibility for the work that was done, and the impact 
this had on oversight. In part, this was an unavoidable result of the phenomenal growth of biomedical 
research involving radiation during and after the war. But, the familiar problems associated with being 
ruled by two masters~the university and the government, which was now funding much of this research™ 
also created unique problems of oversight. Researchers were able to take advantage of unclear lines of 
authority, as well as secrecy, not only to short-cut bureaucratic obstacles but also to avoid meaningful 
supervision. Both the documentary record and anecdotal evidence suggest that universities under contract 
to the Army, and later the AEC, enjoyed a surprising degree of autonomy in their work. This may have 
been even more the case with the University of California, where a protracted dispute between the 
Medical School in San Francisco and the Division of Medical Physics at Berkeley-fought, in part, over 
the issue of whether human subject research would take place on the Berkeley campus-further clouded 
the already confused picture of oversight. 

A final and very important theme, proceeding from the above, concerns the difficulty of 
distinguishing between clinical treatment of patients, done for direct therapeutic benefit, and "clinical 
testing," the term used by the AEC to describe medical research involving human subjects. As the term 
suggests, clinical testing was presumably done with the intent to provide information for developing 
future therapies. However, information obtained from government-supported clinical testing was 
frequently also of military interest, and was consequently ordered classified. The further fact that the 
funding as well as the radioisotopes for clinical testing were usually obtained from the same source- 
initially the Army, later the AEC—make it difficult to sort out the mix of motives behind experiments 
conducted with multiple aims in mind. 
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PREWAR HISTORY, 1935-1941 

The use of artificially produced radioisotopes in the investigation and treatment of disease traces 
its earliest origins to March 1936, when two UC physician-researchers, Drs. Joseph Hamilton and Robert 
Stone, tracked the course of radiosodium through the bodies of three volunteer leukemia patients. In 
December 1937, Dr. John Lawrence-brother of the founder of Berkeley's Radiation Laboratory, Ernest 
Lawrence-became the first physician to use radiophosphorus for the treatment of leukemia, an 
application that was extended the following year to the treatment of polycythemia vera. Also in 1938, 
John Lawrence and Stone pioneered in the use of cyclotron-produced neutrons for the treatment of cancer 
in humans. 3 

Hamilton and John Lawrence both held joint appointments at UC Medical School in San 
Francisco (UCSF)~where they were members of the teaching faculty, but did not have a clinical practice- 
-and at Berkeley's Radiation Laboratory. 4 A number of UCSF physicians-preeminently, radiologists 
Stone, Earl Miller, and Bertram Low-Beer-also formed close ties with the Radiation Laboratory. 

(During the war. Miller would serve as liaison between the two groups.) This mutually advantageous 
arrangement allowed UC physicians in San Francisco to use radioisotopes from the cyclotrons at the "Rad 
Lab" and gave biomedical researchers at Berkeley access to human subjects for clinical trials at UCSF. 
Hamilton, for example, in addition to teaching courses at UCSF, was responsible for the operation of 
Berkeley’s 60-inch "medical cyclotron," which produced the majority of radioisotopes used in biomedical 
research at the university. 

In 1939, Hamilton and a UCSF internist, Dr. Mayo Soley, reported on thyroid uptake studies in 
patients using radioiodine. Later that year, Hamilton and Soley became the first to use radioiodine in the 
treatment of hyperthyroidism. The University of California would continue to be a leading center of 
research into the treatment of this disease. 

THE WAR YEARS, 1942-1945 

The U.S. entry into the Second World War led rapidly to the enlistment of the University of 
California in the war effort. Portions of Berkeley's Crocker Lab, previously used for experimental out¬ 
patient treatment with radioisotopes, were commandeered by the Army and the Rad Lab, which built a 
perimeter fence around the facility and declared it off-limits for the duration of the war. 

In early 1942, John Lawrence's work on radiophosphorus was moved from Crocker to the newly 
completed Donner Laboratory, another privately funded research center on the Berkeley campus, leaving 
Hamilton as director of Crocker and its 60-inch cyclotron. Patients treated at Donner were referred to 
John Lawrence by physicians and hospitals in the Bay Area. Like the prewar Crocker Lab, the Donner 
Lab became, in effect, a biomedical adjunct to the Radiation Laboratory. Increasingly, however, the 
conversion of the campus to military-related research interrupted this work. 5 

The variety and extent of human radiation experiments in the early work of the Donner and 
Crocker labs remain unknown, but recently discovered documents may shed light upon the informal 
nature of referral and consent procedures followed in such cases. 

In September 1941, the acting manager of the Veterans Administration (VA) hospital in San 
Francisco wrote to John Lawrence, denying permission for Hamilton to inject a patient there with 
radiophosphorus, following a discussion between Hamilton and a visiting medical inspector from the VA 
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Central Office in Washington, D.C. The VA's letter to Lawrence gives the following reason for this 
refusal: 


There has been no formal request on the part of [the patient] or his family 
to continue to receive the radioactive phosphorus which we understand 
was administered under your direction while [the patient] was a private 
patient at [Berkeley's] Alta Bates Hospital 
... If such a request is made by [the patient] or his family this will be 
forwarded to our Central Office with as full an explanation of the facts as 
we were able to obtain from Dr. Hamilton, for the purpose of securing 
permission to continue this type of treatment. It is our desire to be 
cooperative at all times with other medical agencies where there is no 
conflict with our regulations." 6 

In February 1943, the U.S. Army's Manhattan Engineer District (MED) secretly contracted with 
UC to administer the Los Alamos Laboratory, where the first atomic bomb was to be built. The Army- 
UC agreement dealing with Los Alamos was designated Contract 36. The following April, Berkeley's 
Radiation Laboratory was similarly enlisted in the nation's service when another secret agreement, 
Contract 48, was signed between the Army and UC. One component of this contract, 48A, covered war- 
related biomedical research by Hamilton, which had actually begun the previous year with support from 
the federal Office of Scientific Research and Development. 7 Hamilton's war-related research under 48A 
involved exposing rats to plutonium and other fission products in an effort to determine the metabolic fate 
of such materials and hence the risk to workers at the atomic plants. 

In a February 1943 letter to Stone, Hamilton described 48A research as having "the primary 
purpose of protection of the civilian and military population, and the protection of those individuals who 
may be exposed either directly or indirectly to hazards arising from the operation of the pile [reactor]. A 
necessary corollary to the above is the investigation of procedures for decontamination of individuals 
infected by fission products." 8 Throughout the war, Hamilton submitted classified monthly progress 
reports on Contract 48A to the Army through the MED's Berkeley Area Engineer. Ernest Lawrence was 
probably the highest university official to receive these reports and to know in detail of the biomedical 
work being done for the government.' 

In August 1942, radiologist Robert Stone became director of the Health Division of the 
University of Chicago's Metallurgical Laboratory, which was also under government contract to 
investigate the biomedical hazards faced by those working on the atomic bomb. In that role, Stone 
oversaw Hamilton's work with radioisotopes at Berkeley and also took part in a related Army-funded 
wartime project, which followed the cases of terminal cancer patients receiving high doses of whole-body 
x rays for treatment at hospitals in San Francisco, Chicago, and New York. The purpose of the latter 
project was to determine the effects of external radiation on atomic industry workers. 9 In another Army- 
supported project concerned with radiation, Stone, starting in 1942, used MED funding to track the effect 
of internal and external radiation upon the blood of arthritis patients receiving either radiophosphorus or 
whole-body x rays as part of their therapy at University Hospital in San Francisco. In 1943, this part of 
the project was given the designation Contract 48C. 10 

In John Lawrence's war-related work, military personnel inhaled trace quantities of radioactive 
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isotopes of the noble gases and nitrogen in a study of the causes and cure of decompression sickness." 

For this project, begun under the wartime Office of Scientific Research and Development, Lawrence 
relied upon volunteers from the campus Reserve Officers Training Program. 12 

During spring 1943, at the request of Robert Oppenheimer, the scientific director at Los Alamos, 
Hamilton and Stone also investigated the possibility of using radiological agents to poison enemy 
troops. 13 Polonium, strontium, tantalum, plutonium, protoactinium, and zirconium-niobium were among 
the agents eventually considered. In a "Review of Possible Applications of Fission Products in Offensive 
Warfare," sent to the Army in May 1943, Hamilton reported that the most promising method of 
radiological warfare would involve internal infection of the lungs and digestive tract by fission products. 
Inhalation was determined to be the most effective method for deliberately introducing fission products 
into the body. Two months earlier, in a letter to Stone, Hamilton had described a newly developed 
technique in which short- and long-lived fission products "can be suspended in the air and their 
distribution in the body determined following inhalation of these substances." In the letter, Hamilton 
envisioned carrying out experiments using fission products on human subjects: "In addition it is planned 
to evaluate both the distribution and radiation effects of the raw fission mixture containing the long life 
material upon human leukemia patients." 15 

For Hamilton, radiological warfare became a continuing interest, extending well after the war. 
However, with the possible exception of a single experiment in fall 1945-involving a volunteer in 
Hamilton's lab, who inhaled a short-lived isotope of zirconium-no evidence of human experiments 
associated with radiological warfare by either Hamilton or Stone has yet come to light. 16 

In mid-1944, following the recognition of plutonium's toxicity, that element became the focus of 
renewed interest to Hamilton and the Army. Because it was now recognized that animal studies could not 
be accurately scaled to man in the case of plutonium, plans were drawn up at Berkeley and other MED- 
contract facilities to expand the Plutonium Project to include research on human subjects. In January 
1945, Hamilton informed the Army that "[i]t is planned here at Berkeley to undertake, on a limited scale, 
a series of metabolic studies with [plutonium] using human subjects." 17 

The first injection of a human subject with plutonium under Contract 48 A occurred at University 
Hospital in San Francisco on May 14,1945. The subject, Albert Stevens, designated CAL-1, was a 58- 
year-old male believed to have stomach cancer. A biopsy conducted shortly after the injection, however, 
revealed a gastric ulcer instead of the suspected cancer. Stevens was injected with approximately 0.932 
micrograms of a mixture of plutonium 238 and plutonium 239 in a solution. 18 

In late summer 1945, Hamilton informed the Army that "the next human subject that is available 
is to be given, along with the Pu238, small quantities of radio-Yttrium, radio-Strontium and radio- 
Cerium." The purpose of the experiment, Hamilton wrote, was to "compare in man the behavior of these 
three representative long-lived Fission Products with their metabolic properties in the rat, and second, a 
comparison can be made of the difference in their behavior from that of Plutonium." 19 This study was to 
take place beginning sometime in the following two months. However, no evidence has been found of 
another plutonium injection at UCSF during this time. 
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EARLY POSTWAR RESEARCH, 1946-1947 

By the end of the war, the biomedical program at Berkeley was proceeding on two parallel tracks. 
As is evident from Hamilton's postwar progress reports to the Army, the joint Berkeley-UCSF group 
planned to continue its metabolic studies of various fission products, including experiments on human 
subjects, pending the continuation of Army support and funding under Contract 48A. In late August 
1946, for example, Hamilton informed the Army that ”[t]he metabolism of radium, actinium, uranium, 
americium and curium will be studied in animals, and whenever possible in human subjects." The 
metabolism of thorium, protoactinium, and neptunium had already been studied in animals at Berkeley, 
Hamilton reported, "but it is planned if possible, to investigate the behavior of these three fissionable 
elements with human subjects." 20 In his August 1946 report to the Army, Hamilton had explicitly pointed 
out how the link between Berkeley and UCSF facilitated human subject research: 

It should be added that studies in the human, using both fissionable 
elements and the fission products, are made possible through the use of 
clinical material at the University of California Medical School at San 
Francisco. The fact that both Doctor John H. Lawrence and the writer 
are members of the staff of the medical school greatly facilitates any 
human studies which may be undertaken. 21 

In another report to the Army that fall, titled "Plans for Future Biological Research," Hamilton, 
possibly with an eye to securing postwar funding, once again emphasized the inherently dual nature of his 
research: 


There are military considerations which can be significantly aided by the 
results of properly planned tracer research. The distribution of Fission 
Products and the production of induced radioactivities by an atomic 
explosion, as well as the possible military application of radioactive 
warfare with either the long-lived Fission Products or induced 
radioactivities, such as radio-Tantalum, may deserve evaluation in the 
future. A great deal of the information already acquired by tracer 
techniques and the future effort outlined in this report, is directly 
applicable to answering some of these problems should they arise. 22 

While Hamilton planned to continue the tracer metabolism studies he had begun under Contract 
48A, Stone~who had meanwhile returned to UCSF from Chicago—proposed resuming and expanding the 
clinical radioisotope and teletherapy research that had been curtailed because of the war, with support 
from the Army’s Contract 48C. Working with other UCSF colleagues already affiliated with Berkeley's 
Rad Lab-including radiologists Miller and Low-Beer-Stone intended, specifically, to further the 
pioneering prewar work with radioiodine. John Lawrence had a similar interest in pursuing research on 
radiophosphorus. 

In order to coordinate this postwar research, John Lawrence proposed that a separate Division of 
Medical Physics (DMP) be created under his direction. Although nominally a part of the Berkeley 
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Physics Department, like the "Rad Lab" itself, in reality the Division of Medical Physics was essentially 
autonomous, and its activities were centered upon the Donner Laboratory. The "primary purpose" of that 
laboratory, wrote Lawrence after the war, was "clinical investigation of some of the diseases which are 
not now well understood or successfully treated." 23 

Like Hamilton and Lawrence, the other members of the fledgling DMP also held joint 
appointments in the Radiation Lab and at the UC Medical School in San Francisco. At the insistence of 
the Medical School, however, the arrangement approved by Sproul specified that "all studies related to 
human beings should be under the control of [physicians] on the San Francisco campus responsible 
administratively to the Dean of the Medical School." 24 

As documents from the university's archives make clear, relations between the DMP and UCSF 
were severely strained from the start. Part of this strain derived from the historical fact that the Medical 
School in San Francisco and the academic biomedical departments on the Berkeley campus were in 
perpetual competition over matters of resources, oversight, and status. This competition, a consequence 
of the splitting of responsibility for the training of doctors between the main campus and the Medical 
School in the aftermath of the 1906 San Francisco earthquake, was exacerbated by the efforts of Ernest 
and John Lawrence to persuade the university's president to move the Medical School to the Berkeley 
campus. 25 

However, another more substantive point of contention between the DMP and the Medical 
School was the question of human experimentation. Although he had signed the agreement creating the 
DMP, John Lawrence admitted to being "seriously concerned" over the limitation imposed upon human 
experimentation at Berkeley. He pointedly appended his own statement to the charter, proclaiming that 
"there should be no limitation or ham-stringing of the freedom of the members of the subdivision of 
medical physics and others in the Medical School to carry on treatment or investigations in Berkeley if 
research were the prime interest." 26 

As a result of this unresolved dispute, oversight of DMP activities by the Medical School and its 
dean, Dr. Francis Smyth, appears to have been minimal at best. In practice, the deliberately ambiguous 
nature of the DMP-UCSF agreement, and the still-classified nature of the research being carried out under 
Army contract at Berkeley, meant that the Division and its handful of affiliated UCSF physicians were 
able to operate with virtual autonomy. 27 An illustration of how members of the DMP doing classified 
research had to be careful about sharing information with their erstwhile UCSF collaborators is evident in 
Hamilton's response to a February 1945 letter from Stone, who had suggested that their prewar colleague, 
Mayo Soley, be enlisted in secret Army-funded radioiodine studies using human subjects. Hamilton 
proposed, instead, that the experiments be conducted "with some of the people" at Berkeley, and warned 
that Soley "is an individual of more than average ability and... would soon realize that something very 
peculiar was going on." 28 

Despite Hamilton's previously announced plans to carry out several human radiation experiments 
using plutonium and other fission products, only one such additional case prior to 1947 has been found. 

In April 1946, CAL-2, Simeon Shaw, a four-year-old Australian boy with bone cancer, was injected with 
a mixture of plutonium 239, cerium, and yttrium. 29 The fact that this injection closely fits the profile of 
the experiment proposed by Hamilton the previous September in his report to the Army strongly suggests 
that CAL-2 was part of the research conducted under the auspices of the Plutonium Project. According to 
his August 1945 report to the Army, Hamilton's interest in cerium and yttrium stemmed from Berkeley’s 
search for a material useful in removing plutonium from bone. 30 
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However, other aspects of this case-including the fact that the subject was a child, the use of 
several different radioelements, and the lack of follow-up investigations-do not follow the pattern of 
previous MED-funded plutonium injections, and suggest that another purpose of this experiment might 
simply have been to gain knowledge about how and where radioelements would localize in the body. 
While such knowledge might be of subsequent medical value in devising treatment, it was of no 
therapeutic worth to this individual patient. Thus, CAL-2 would seem to have been a multi-purpose 
experiment; the intent being to gain knowledge of medical and military value. 31 

The documents in the CAL-2 case contain no explanation for the seven-month delay between 
Hamilton's proposal for injecting a human subject with a combination of plutonium and other 
radioelements, and the time the experiment was actually carried out. Nor is there definitive evidence 
concerning the selection of this particular subject, who was referred to UCSF by specialists in Sydney, 
Australia, following a diagnosis of osteogenic sarcoma. Indeed, CAL-2's medical file contains no 
reference to the radioisotope injection, with the exception of a two-page discharge notice, dated June 11, 
1946, and titled "To Whom It May Concern." Written by the patient’s UCSF surgeon, it noted that during 
CAL-2's hospitalization: 

Generous sections of the [tumorous] bone were taken for biopsy as well 
[as] studies to determine the rate of uptake of radio-active materials 
which had been injected prior to the surgery, in comparison with normal 

tissues. At the time of writing, these data are not available in the chart 
and can be obtained by responsible individuals by writing to Doctor Earl 
Miller of the Department of Roentgenology in the University of 
California Hospital, San Francisco, 22, California. 32 • 

In late December 1946, following a renewed request to the Army by Hamilton for additional 
plutonium "to be used for certain human studies," and a further progress report on CAL-1, the Army 
ordered a halt to research upon human subjects by the Berkeley-UCSF group. 33 The following week, the 
civilian AEC took over responsibility for all nuclear research, including Contracts 36 and 48 with UC, 
and reaffirmed the Army’s temporary suspension of human experimentation at UCSF. 34 

In March 1947, at the urging of the former director of the Army's Medical Section and architect 
of the Plutonium Project, Col. Stafford Warren, the AEC approved the resumption of isotopes shipments 
and human subject research by former MED contractors, including the University of California. 35 As 
before, however, documents that specifically referred to human experiments "and might have adverse 
effect on public opinion or result in legal suits" were to remain classified. 36 Originally classified 
"Restricted," these documents were later downgraded to "Official Use Only." They have now been 
entirely declassified. 

Also as part of the new AEC policy, the University of California, as a former MED contractor, 
was allowed a broad use license for the medical application of radioisotopes. Under this arrangement, the 
university was exempted from the AEC requirement that individual researchers proposing to use 
radioisotopes on human subjects gain approval from an AEC-appointed board of reviewers. Instead, 
under AEC rules, such applications were to be reviewed by a committee established within the university. 
(See chapters 1 and 6 in the Advisory Committee's final report for a discussion of the evolution of rules 
governing isotope distribution.) Despite a recommendation from the AEC legal counsel that any human 
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subjects involved in commission-sponsored "clinical testing" sign a written release, AEC General 
Manager Carroll Wilson in April 1947 ultimately bowed to pressure from Stafford Warren and the other 
members of the AEC-appointed Interim Medical Advisory Board, who urged that the consent procedure 
consist instead of written certification by at least two attending physicians as to "the patient's 
understanding state of mind, to the explanation furnished him, and to his willingness to accept the 
treatment." Such clinical testing was to be "in the course of treatment of patients," Wilson advised, and 
"treatment (which may involve clinical testing) will be administered to a patient only when there is 
expectation that it may have therapeutic effect." Finally, "the decision as to the advisability of the 
treatment will be made by the doctor concerned." 37 (See chapter 1 of the Committee's final report.) 

In another concession to AEC's contractors, Wilson also assented to the recommendation of 
Warren's Interim Medical Advisory Board that up to 20 percent of the time of a contract could be devoted 
"to pursuing lines of research which appear fruitful to [contract researchers], even though not immediately 
related to specific items in the approved program for the particular project." This clause, which was later 
amended to 15 percent of the time of the contract, would presumably have allowed the kind of 
experiments aimed at answering questions of medical as well as military worth already known to be of 
interest to UC researchers. 

By the summer of 1947, government-supported research involving human subjects had resumed 
at UC under Contract 48A. That June, a teenage bone cancer patient at Chinese Hospital in San 
Francisco, CAL-A, was injected with approximately 0.25 microcuries of americium at UCSF. Although 
most patient records for CAL-A were evidently destroyed, a handwritten notation in the surviving portion 
of the patient's file by one of Hamilton’s assistants specifies that "we will use same procedure as with Mr. 
S," a possible reference to CAL-1, Albert Stevens. "See JGH [Hamilton] for particulars." 38 

In July 1947, a third human subject at UCSF, Elmer Allen, CAL-3, received an injection of 0.006 
micrograms of plutonium 238 in his left leg before that leg was amputated. 39 In the case of CAL-3, a 
UCSF physician associated with the Berkeley group. Dr. Low-Beer, was one of two doctors who attested 
in writing to the patient's understanding and consent to the procedure, as required by the AEC's April 
1947 regulation. Because records for CAL-A are incomplete and the records of a later case, CAL-Z, 
remain undiscovered, it is unclear whether the policy was followed in these cases. 

The CAL-3 experiment seems to have been a case of what the AEC now defined as "clinical 
testing"—i.e., while the procedure was not intended to be of therapeutic value to the patient, it was 
expected to yield information of medical usefulness in understanding the behavior of radioelements in the 
body, and ultimately even in devising future therapies. Since the radioelement in this case was 
plutonium, the experiment was also of potential military interest. 

The fact that the documentation provision of the AEC's newly devised consent procedure was 
followed in this single case seems indirect evidence that the CAL-3 experiment was considered, by the 
researchers themselves, to be part of the clinical testing program outlined by the commission. No written 
proof of consent was required, or sought, in either of the first two plutonium injections at UCSF. 

However, as discussed in more detail in chapter 5 of the final report, the AEC requirements also 
precluded experimentation that was not of potential benefit to the patient. While the CAL-3 research may 
have been directed at providing data useful to understanding and treating cancer as well as to the military, 
there is no evidence that it was designed to benefit the patient at the time, which would have been a 
violation of the AEC guidelines. 

Although subsequent oral history accounts of the UC plutonium injections remain sketchy and 
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sometimes contradictory, one document may shed light on the question of consent in the cases prior to 
CAL-3. This document, a memorandum dated December 30,1946, from an Army representative at Oak 
Ridge to the MED Area Engineer at Berkeley, notes that "preparations were being made for injection in 
humans by Drs. Stone and Miller... These doctors state that the injections would probably be made 
without the knowledge of the patient and that the physicians assumed full responsibility. Such injections 
were not divergent from the normal experimental method in the hospital and the patient signed no release. 
A release was held to be invalid." 40 Unfortunately, there is no explanation in this or any subsequent 
document as to why a release would have been deemed invalid. However, as noted in chapter 5 of the 
Committee's final report, studies conducted without a release were common at the time. 

Apart from the plutonium and americium injections done under Contract 48A, most of the 
postwar work with radioisotopes that was carried out by the DMP-UCSF group was not classified, and 
evidently concerned the administration of radiophosphorus and radioiodine for therapeutic purposes. 
While still perhaps considered technically experimental by many physicians, these procedures were 
nonetheless becoming increasingly routine. Hamilton's records, for example, indicate that between 1938 
and April 1946 some 570 patients suffering from leukemia, lymphosarcoma, or polycythemia vera were 
treated with radiophosphorus at UCSF or Berkeley. 41 Similarly, a 1950 report by Earl Miller on the use 
of iodine 131 at the University of California records that 114 UCSF patients with hyperthyroidism were 
treated with iodine 131 between September 1945 and November 1949. 42 There can also be little doubt 
that the principal purpose of these treatments was therapy for the patient. 

Elsewhere, however, the line between clinical treatment and what the AEC permitted under 
"clinical testing" seems to have remained indistinct in at least some cases--as even the researchers 
themselves occasionally acknowledged. For example, the fact that the results of the radioiodine studies 
were also of military interest to the agency funding the research (AEC) was pointed out by Hamilton in an 
undated proposal for expanding human radioiodine studies under Contract 48C in 1947-1948: 

Radioiodine is one of the fission products freed in the atmosphere in regions adjacent to 
piles. It is also set free with great activity at the time of bomb explosions. It therefore is 
important to study its effects on humans. Opportunity for such study is found in the 
course of treatment of hospital patients for thyroid disturbances of either benign or 
malignant character. 43 

As Hamilton went on to note in this proposal, the research being carried by the DMP-UCSF group was by 
its nature dual-purpose, in that the information gained was of clinical as well as military interest: 

Other aspects of importance in the 48C program are the observation of the effects of total 
body radiation from external and internal sources. In this work, advantage is taken of the 
availability of human subjects who are under treatment with x-rays to the entire body, or 
with radio-active phosphorus or some other radio-active isotope. These studies are made 
in the course of treatment administered for the patient's condition. 44 

Miller likewise acknowledged the implicit connection between clinical treatment and broader 
research in an April 1947 request to Oak Ridge for iodine 131, which was to be used as part of 48C's 
program to determine the uptake, distribution, and excretion of that isotope: "Patients with diseases are 
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used in order that high doses may be administered," Miller wrote. "The fact that they have disease is 
incidental and the medical aspects of these patients are cared for outside the project." Miller made the 
same argument the following year, when he renewed his request for radioiodine: "The fact that these 
patients have carcinoma of the thyroid makes the administration of such large doses permissible." 45 In 
such cases, clinical testing seems to have been carried out independent of any regard for therapeutic 
benefit. 

It appears that only belatedly-in March 1949-did the AEC Subcommittee on Human 
Applications formally create a mechanism by which such cases of clinical testing could be reviewed and 
approved. Acknowledging "that there may be instances in which the disease from which a patient is 
suffering permits the administration of larger doses for investigative purposes," the AEC declared that 
approval would be granted only if the treatment was deemed unlikely to cause harm, the patient 
consented, and full responsibility for the work was assumed by "a special committee of at least three 
competent physicians in the institution in which the work is done." 45 

POSTWAR RESEARCH MATURES, 1948-1950 

The fact that Stone, Hamilton, and others at Berkeley remained deeply involved in other 
classified work for the government further blurred the distinction between their clinical and military- 
related research. By spring 1948, Hamilton, in addition to his work for the AEC, was an adviser to the 
Army Chemical Corps on radiological warfare and a consultant to Fairchild Aircraft on the Nuclear 
Energy Propulsion for Aircraft (NEPA) program, an Air Force-funded project to design a nuclear- 
powered bomber. 47 During this same time, Stone was also a consultant on NEPA and had become a 
partisan in a secret government debate over the nuclear airplane, urging that volunteers be used in 
experiments involving high doses of whole-body irradiation. 48 

Although plutonium injections at UCSF evidently ended with CAL-3 in July 1947, Hamilton’s 
tracer research on human subjects continued at least into 1948. That March, for example, Hamilton, 
reporting to the AEC on his plans for Contract 48A during 1948-1949, wrote the commission's area 
manager: "Under appropriate and suitable circumstances, it is highly desirable to conduct human tracer 
studies with certain fission products and fissionable elements 

... [f]irst to establish the metabolic behavior of these substances in man ... [sjecond, to investigate the 
potential diagnostic and therapeutic applications.... The human studies of this character will be 
undertaken with Dr. R. S. Stone at the University of California Medical School." 49 

Additional evidence suggests, however, that the purpose of this research was now increasingly 
concerned with identifying radioisotopes that might prove efficacious in the treatment of diseases like 
cancer. In this connection, one of Hamilton's former colleagues, Patricia Durbin, observed in an Advisory 
Committee oral history interview that the bulk of the postwar radioisotope work by the DMP-UCSF 
group was part of a wider search in nuclear medicine for radioactive "magic bullets"~isotopes that would 
cure different cancers selectively by localizing in different parts of the body. One such "bullet" had 
already been discovered at Berkeley—iodine 131, which localizes in the thyroid. 50 

Although the search for radioelement magic bullets can be traced to the dawn of nuclear medicine 
in the mid-1930s, the discovery of nuclear fission gave the hunt added momentum. In May 1946, 
Hamilton and Stone, reporting to the Army on promising future areas of biomedical radiation research, 
succinctly described the "magic bullet" thesis: 
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The fundamental fact has already [sic] demonstrated that if a sufficient 
quantity of a radioactive material can be made to localize in a diseased 
structure of the body such as the thyroid gland, intense irradiation of that 
organ will take place without damage to adjoining normal tissues. The 
widespread availability of adequate quantities of the artificial radio¬ 
elements will make possible a more rapid and effective search for 
radioactive compounds which may be localized in malignant tissues.. . 5I 

Two months later, Hamilton wrote to a physician colleague that "[t]o date no fission products, 
aside from radioactive iodine, have been employed for any therapeutic purposes." He nevertheless held 
out hope that such a magic bullet might be found: "There is a possibility that one or more of the long list 
of radioactive elements produced by uranium fission may be of practical therapeutic value." The 
following year, in the draft of a paper on the medical application of radioactive tracers, Hamilton 
identified strontium, zirconium, and yttrium alongside phosphorus and iodine as prospective magic 
bullets. 52 

The search for radioisotope magic bullets at UC was doubtless given additional impetus--as well 
as funding—by a state-wide "Cancer Project" established in 1947. This project drew upon more than a 
million dollars in public and private bequests for research aimed at eradicating cancer, and it produced 
annual reports on this research for at least the next seven years. Starting in 1948, the state’s Cancer 
Project became a major source of funding for the research being conducted by Hamilton and Stone, as 
well as by members of the Berkeley’s Division of Medical Physics. 53 

Evidence from the UC archives indicates that, by 1948-1949, the focus of such magic bullet 
search was centered upon two radioisotopes-zirconium 95 and columbium 95 [the modem term for 
columbium is niobium]. Subsequent human subject research carried out at UCSF with these two isotopes 
seems to indicate, however, that even in such cases, clinical testing often remained multi-purpose. 

In January 1948, for example, the Radiation Laboratory administered a "test dose" of zirconium 
95 to a 55-year-old female cancer patient at UCSF. 54 (The records of the patient, CAL-Z, could not be 
located, so there is no evidence on the consent procedure followed in this case.) The following August, 
the report of this injection was denied declassification by the AEC, "since it specifically involves 
experimental human therapeutics." 55 Although proscribed from appearing in the open medical literature, 
the classified Rad Lab report on CAL-Z was forwarded to a variety of defense-related organizations, 
including the Air Force headquarters of the NEPA project. 

A progress report on Contract 48A activities for 1948-1949 notes that "[rjadiozirconium and 
radiocolumbium, after considerable experimentation, was prepared in a form usable without any untoward 
effects to humans." The report goes on to record the effects upon a total of seven patients injected with 
columbium or zirconium, or some combination of the two: "Selective concentration of Zr95 and Cb95 
was found in two patients with malignant melanoma, in one patient with metastatic carcinoma from the 
large intestine, and one patient with breast tumor. In three other patients with breast tumor no selective 
uptake was found in the tumor tissue." 56 A handwritten notation in a Hamilton file marked "Human 
Studies" suggests that one of these subjects may have been a 30-day-old infant, injected with 
radiocolumbium three days before her death in December 1948. Neither medical records nor a death 
certificate for this patient could be located in UCSF archives or among state records, however. 57 

Subsequent documentation reveals that medical interest in zirconium and columbium continued 
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well after the war at Berkeley and UCSF. A 1950 grant renewal application to the state cancer program 
by Drs. Stone and Low-Beer noted that "[selective localization of Zr95 and Cb95 have been done on 11 
patients, but the results have not been analyzed." The application made explicit the connection with 

magic bullet research: "The search for materials that will localize in a tumor will give us a diagnostic 
tool, and if the developmental localization is sufficiently great it will provide a therapeutic tool." 51 ' 

Stone, for his part, also continued to direct the program of clinical testing with radioiodine that 
had resumed after the war under Contract 48C. Here again, these experiments seem to have been of both 
medical and potential military interest. In an April 1950 report titled "Biological Effects of Radiations 
from External and Internal Sources," Stone recounted the results of a recent investigation involving 
mental patients at San Francisco's Langley-Porter Clinic, 65 of whom were given iodine 131 in an effort 
to determine whether any abnormal thyroid function existed in patients with mental disorders. Since no 
abnormal thyroid function was found, these patients were deemed a normal control group. Subsequently 
reporting on this experiment in an unclassified meeting on the NEPA project, the director of the Langley- 
Porter Clinic cited the consent procedure used in this case-the patients had evidently been asked if they 
objected to the injection of the radioisotope-as evidence that there might be less concern with radiation 
among human subjects than many researchers feared. 59 

EXPANSION AND CONTROVERSY, 1948-1952 

In November 1948, the University of California signed another agreement with the AEC, 
Contract 10, which provide support for "non-programmatic" research connected with atomic energy, 
including biomedical work previously done under the auspices of Contract 48 and the Radiation 
Laboratory. 60 The evident intent of Contract 10 was to free UCSF researchers from having to submit 
research proposals to the AEC through the Rad Lab. Starting in June 1949, Project 2 of the contract- 
"research on the physiological effects of radiation," under the direction of Stone-provided support for 
extending the earlier 48C studies using teletherapy and radioisotopes begun by Stone, Miller, and Low- 
Beer. An additional part of the program was concerned with identifying the causes and cure of radiation 
sickness. 61 

With the postwar growth of research in nuclear medicine, the still-unresolved conflict between 

the Medical School at UCSF and Berkeley's Division of Medical Physics (DMP) over human 

experimentation once again came to the fore. As early as November 1946, John Lawrence had proposed 
using private funding to establish a Metabolic Unit, for in-patient treatment and clinical testing involving 
radioisotopes, at Cowell Hospital on the Berkeley campus. This unit would have expanded and made 
routine the out-patient clinical research using radioisotopes begun before the war at Crocker and Donner 
laboratories. However, since the creation of this unit would violate the earlier agreement prohibiting 
human subject research on the Berkeley campus, the proposal was blocked by the Medical School and 
Dean Smyth. 

Undeterred by this rejection, and prompted by the possibility of obtaining AEC funding for the 
new Metabolic Unit, Lawrence again raised the issue with President Sproul two years later. 62 The 
renewal of the Berkeley-UCSF feud sheds light not only on the controversy over human experimentation 
at the university, but also on the considerable impact of AEC funding. In a February 1949 letter. Dean 
Smyth complained to University President Robert Sproul that relations between the Medical School and 
the Division of Medical Physics had become "untenable.... There is lack of contact and no consultation 
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with varied clinicians. We have no knowledge of what is being done." 63 In a confidential meeting with 
Smyth two days later, Sproul, according to notes of the conversation, acknowledged to Smyth that he 
shared "some of his misgivings, but... described to him the two pressures which are now upon me, 
namely, (1) a report of a committee representing both the Medical School and Medical Physics, 
recommending that I approve the establishment of the Metabolic Unit, and (2) the imminent meeting of 
an AEC Committee from which Dr. John Lawrence can get funds for his work, if I inform him that the 
Clinic has been approved." 64 

Still formally enjoined from conducting research using human subjects on the Berkeley campus, 
Lawrence carried out a series of blood volume experiments using trace amounts of radioiron and prisoner 
volunteers at San Quentin in March 1949. 65 Prisoners were used so that long-term baseline data on 
normal subjects could be gathered. Ten prisoners were involved, and written consent from the prison's 
warden and state correction officials was obtained prior to the experiments being carried out. According 
to Lawrence's own later account, only verbal consent was obtained from the prisoners themselves, 
although they received written acknowledgment of their contribution. A university official raised 
concerns about the possible legal consequences of these experiments the following August, after local 
press accounts appeared, but those concerns were evidently allayed, since Lawrence carried out a second 
series of radioiron experiments at the prison in 1951. 66 

Although the prohibition against human subject research on the Berkeley campus remained in 
effect, there was apparently no restriction upon the affiliation that Lawrence and his DMP colleagues 
enjoyed with metabolic wards and isotope units conducting clinical research at other medical facilities 
around the Bay Area. 67 Between 1947 and 1952, using funding from the AEC, the National Cancer 
Institute, the California Cancer Project, and private sources, physicians jointly affiliated with the DMP 
and UCSF carried out clinical research at the Laboratory for Experimental Oncology of San Francisco's 
Laguna-Honda Home, Highland-Alameda Hospital in Oakland, Ft. Miley Veterans Hospital in San 
Francisco, and the Langley-Porter Clinic in San Francisco. 

Most of these studies evidently involved radioiodine and radiophosphorus, but tritium, radiogold, 
and carbon 14 were also used in research trials. Evidence suggests that both patients and paid healthy 
subjects were used in this research. In cases where the subjects were paid volunteers, no signed consent 
was required, according to a 1952 letter from John Lawrence. 68 As had been, the case before the war, 
patients were evidently referred to DMP researchers by physicians at nearby hospitals. In an April 1953 
document, Lawrence estimated that three-quarters of the patients being treated at Donner were referred 
from Highland and various VA hospitals in the area. "We don't take patients here who have a problem for 
which there are standard treatments," he explained in this report. 69 

The creation of an Isotope Unit at Laguna-Honda's Laboratory of Experimental Oncology (LEO) 
was another tangible result of the collaboration between members of the DMP-UCSF group-specifically, 
John Lawrence, Hardin Jones, Miller, and Low-Beer—and the director of a medical facility in the Bay 
Area. 70 Patients were evidently referred to the LEO by the Tumor Board at UCSF, whose chairman at the 
time was Robert Stone. 71 Although supported by state, National Cancer Institute, and private funds, the 

research and "data gained [at the LEO] upon the fate of test doses of various fission products in man, is of 
interest to the Atomic Energy Commission," pointed out one Berkeley researcher in a 1949 letter to the 
Commission's Division of Biology and Medicine. 72 

Oversight and patient consent procedures in these collaborations apparently depended upon the 
rules of the particular institution where the research occurred. In 1951, a controversy arose over certain 
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medical procedures (not involving radiation) and the consent form employed at Laguna-Honda and the 
LEO. As a result, in October of that year a symposium was held at UCSF on the ethics of human 
experimentation. Due in part to this controversy, but also to budget cuts and reorganizations, the LEO 
was shut down in 1953. 73 

Throughout this period, suspicions persisted among the top leadership of UCSF that human 
subject research was being carried out at Donner Lab on the Berkeley campus. During May 1951, in 
appointing a second review committee to resolve the ongoing feud between the Medical School and the 
DMP, President Sproul noted that "there is still apprehension in the Medical School with reference to the 
safety of patients under study in Berkeley, that clinical studies, it is stated, have been undertaken in the 
Division of Medical Physics without consultation with the Division of Medicine." 74 

Indeed, there is anecdotal evidence that John Lawrence and his colleagues in the Division of 
Medical Physics were able to circumvent oversight by exploiting unclear lines of authority and invoking 
their AEC connection. This evidence comes from a 1979 interview with Cornelius Tobias, a close 
colleague of Lawrence and a founding member of the DMP: 

1 don't recall any instance where we as part of our medical physics 
professorial duty would treat patients. We treated very obviously under 
financial support and agreement from the Atomic Energy Commission. 

And of course the Medical School was very unhappy about that, or 
certain individuals in the Medical School. I might say this, that when 
you say, 'whole Medical School,' that's not correct, because Lawrence 
had friends, very good friends, in the Medical School, who felt that it 
was very logical for him to proceed as he did ... And once they began to 
criticize it—I know because later it came up-then the standard answer 
was that this is part of the Radiation Laboratory activities and financed 
by that. John Lawrence is associate director of the Radiation Laboratory 
[and the] medical agreements and protocols have been arranged with the 
Washington office of that agency. 75 

In March 1952, the six-year-long battle with the Medical School ended in John Lawrence's favor 
when an in-patient radioisotope treatment facility, the Donner Pavilion, was officially opened at Cowell 
Hospital. 76 The purpose of the Donner Pavilion, Lawrence wrote the AEC the following November, was 
"to provide hospitalization ... for patients so that we can carry out studies on them in connection with our 
work at Donner Lab," and also to provide bed space in the event of nuclear war or a peacetime atomic 
accident. 77 

Donner Pavilion was, in fact, just one part of a burgeoning complex of nuclear medicine facilities 
established by the University at this time. In 1950, with support from the AEC, Stone had dedicated a 
Radiological Laboratory on the UCSF campus to house a 70-million electron volt "Synchrotron," 
ultimately to be used in teletherapy. In 1951, again with AEC support, Stone also opened a Radioactivity 
Research Center on the medical campus. 78 

The human subject research conducted by Stone, Hamilton, and their colleagues in the Division 
of Medical Physics was, by this time, the subject of controversy well beyond the confines of the Berkeley 
campus or even the state of California. Indeed, some of the most vocal criticism came from within the 
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AEC itself. Following an April 1948 visit to the Berkeley campus, the chairman of the AEC's Advisory 
Committee for Biology and Medicine, Dr. Alan Gregg, criticized Stone's x-ray treatment of arthritis 
patients as "not justified." 79 Stone's defense—that the choice of patients and treatment had been by 
UCSF doctors, not the AEC-was dismissed as irrelevant by Gregg, who wrote that he and his colleagues 
"do not wish to collaborate in clinical investigations with physicians in whose considered judgment they 
do not have confidence." 

Another strong critic of human radiation experiments was the director of the AEC's Division of 
Biology and Medicine, Dr. Shields Warren. "Don't like 300 r [rad or roentgens] or so for arthritic 
patients," Warren wrote in his personal journal following an April 1948 meeting with Stone. The 
following day, Warren continued on this theme in his discussions with Stone- "Much condemnation of 
use of pts [patients]." 80 A few months later, it was Warren who reaffirmed the decision of a lower AEC 
official not to declassify the Rad Lab's report on the zirconium injection, CAL-Z, despite an appeal from 
Berkeley. That report had been denied declassification in part, wrote the AEC official, because "it 
appears almost impossible to rewrite it in an acceptable manner, which would not jeopardize our public 
relations." 81 

In July 1949, responding to Stone's position on the NEPA debate, Warren advised the UCSF 
radiologist that he was "taking an increasingly dim view" of human experiments. "Consequently, record 
me as voting against human experimentation," Warren wrote. 82 The previous January, Warren had 
rejected a request from John Lawrence to label a drug with radioactive carbon 14 in order to better trace 
its course in patients. 83 Warren's objection was made on the grounds that C-14's use in humans had not 
yet been proven safe. Lawrence, however, appealed this rejection to the AEC's Subcommittee on Human 
Applications at Oak Ridge, and was subsequently granted permission to use the isotope. 84 

In August 1949, in what appears to have been an effort to close a possible loophole in the AEC’s 
control of isotopes, Warren wrote to John Lawrence that isotopes were to be used on human subjects only 
after review and approval by the Subcommittee on Human Applications of the Committee on Isotope 
Distribution, even if the isotopes had been produced in the laboratory where they were to be used. "Since 
this procedure has not been uniformly followed in the past," Warren chided, "we are writing to acquaint 
you with the appropriate details." 85 

Hamilton appears to have been aware of Warren's misgivings as well. In November 1950, when 
he was unable to attend a Washington conference on a soldier's ability to fight after being exposed to 
radiation, Hamilton wrote to Warren to share his ideas on the subject. Hamilton wrote it was "very 
desirable to determine in man the range of total body radiation required to induce an appreciable decrease 
in his capacity to execute intricate tasks for which physical well-being is essential." For that purpose, 
Hamilton proposed exposing animals or humans to near-lethal levels of radiation. He preferred using 
large monkeys to smaller animals, because of the similarities to man, and concluded that, "If this is to be 
done in humans, I feel that those concerned in the Atomic Energy Commission would be subject to 
considerable criticism, as admittedly this would have a little of the Buchenwald touch." 86 Finding healthy 
volunteers, he mused, also would be difficult. 

CONSOLIDATION AND RETRENCHMENT, 1953-1974 

By the early 1950s, the continuing search for radioisotope "magic bullets" had apparently 
prompted at least one new tracer experiment by the Berkeley group using human subjects. 87 In May 
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1954, Hamilton and two colleagues reported on the results of an experiment in which eight patients with 
thyroid disorders were administered radioactive astatine, which was believed similar to radioiodine in its 
effects. 88 The absence of follow-up studies suggests, however, that this line of research was subsequently 
abandoned as unfruitful. 89 

Although such experiments were no longer classified, in at least one case Hamilton used secrecy 
and "need to know" to sidetrack basic research and delay a potentially important scientific discovery. In a 
June 1954 letter to AEC official Walter Claus, classified secret, Hamilton took credit for deceiving a 
former student of his who had accidentally discovered that radioiodine from nuclear testing was being 
concentrated in beef thyroids in Tennessee, and who speculated that such testing might also account for 
increased radioiodine levels in humans worldwide. "Understandably," Hamilton wrote to Claus, "I saw 
the possible implications of what he brought to my attention and attempted to subdue his marked degree 
of enthusiasm by suggesting that traces of radioiodine in the Memphis area might have arisen from 
airborne contamination from the Oak Ridge National Laboratories." 90 "Your playing down of the matter 
to [the student] was certainly good judgment," Claus responded. 91 

Starting in the mid-1950s, the spectacular growth of nuclear medicine research at Berkeley and 
UCSF began to slow. Part of this change was undoubtedly due to the loss of two of the founding 
members of the DMP-UCSF group. Bertram Low-Beer died of leukemia in 1955. That same year, 
Hamilton was diagnosed with the leukemia that would bring about his death in February 1957. Ernest 
Lawrence, who had been a key supporter of the biomedical work at Berkeley, died in August 1958 of 
complications following surgery for colitis. In his honor, the Radiation Laboratory was renamed the 
Lawrence Berkeley Laboratory (LBL). 

But shrinking federal funds, disillusionment with the "magic bullet" theory, and evolving 
technology also combined to shift the direction of research at Donner, the Radiation Lab, and UCSF away 
from clinical testing with radioisotopes toward medical experimentation and treatment by "big machine" 
teletherapy. This shift was reflected, for example, in a 1958 report by John Lawrence on AEC projects at 
the University of California: "We wish," Lawrence wrote, "to continue development of the new 
experimental and therapeutical tools of nuclear physics and chemistry and turn them to the investigation 
of the major unsolved problems in biology and medicine, including the radiation syndrome, cancer, 
hemopoietic disorders and artherosclerosis." 92 

The Synchrotron 

By the time of Lawrence's 1958 report, several such investigations were already under way, and 

would continue well into the next decade. In November 1951, the 70-MeV Synchrotron began operation 
at Stone's Radiological Laboratory on the UCSF campus. Used to direct high-energy x-ray beams at 
deep-seated lesions, the Synchrotron was not approved for clinical application on patients until five years 
later. The patients chosen were believed to have less than an even chance of surviving five or more years 
under conventional therapies. According to a 1963 report by the Rad Lab, 388 patients suffering from 
advanced cancer had received treatment at the Synchrotron; 160 were still alive at the time the report was 
written'. 93 

The programs at Berkeley and UCSF also continued to have their critics. In particular, some 
AEC officials charged Stone with exaggerating his claims for the Synchrotron. In a 1959 report 
following his visit to UCSF and the Rad Lab, for example, Paul Henshaw of the AEC Division of Biology 
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and Medicine questioned the efficacy of the program, while still being careful not to criticize its intent: 
"With respect to the Stone enterprise, it seems to me we are faced with a perpetuity situation (with 
prospects of meager returns at best) unless concrete steps are taken." Henshaw recommended that the 
AEC end its support of the Synchrotron the following year, but funding for the machine continued into 
the mid-1960s. 94 

While initially optimistic about the possibilities of the Synchrotron, by 1963 Stone himself 

concluded that, while he and his colleagues were "curing" some patients with advanced cancer, the 
numbers were not much better than conventional treatments. This fact was not surprising. Stone 
contended: because of the low survival rate of the disease, "we expected few 'cures’ from the patients 
treated five, six, and seven years ago." 95 

Heavy Ion Therapy 

During this same period, others in the Division of Medical Physics—including John Lawrence and 
biophysicist Cornelius Tobias-were investigating the use of heavy ion radiation on the pituitary gland to 
control hormone-dependent cancers. A major study of this technique had begun under Tobias in 1954, 
and by the late 1960s at least 250 patients, most suffering from breast cancer, were treated. Patients who 
received heavy ion radiation were selected on the criteria that they had not responded to conventional 
therapies, were under 60 years old, and were thought to have "a realistic chance of deriving benefit" from 
the treatment. Although early procedures using extremely high doses of radiation to the pituitary-from 
approximately 13,000 to 30,000 rad-were subsequently believed to have caused neurological damage in 
some patients, a 1967 report by a Donner Lab physician concluded that in these cases "the risk of brain 
damage seemed to be justified [because of the advanced nature of the disease]." 96 Heavy ion radiation 
was also used in the cases of six patients with brain tumors between 1962 and 1968. 97 

The Rad Lab also conducted a study on 71 patients with diabetic retinopathy, a degenerative eye 
disease related to diabetes. According to a report by Lawrence and Tobias, the patients used in the study 
were referred to Donner Lab by private physicians and received independent evaluations from two other 
outside physicians before being treated. 98 Moreover, by this date a consent form was routinely in use at 
Donner Lab. • ■ 

These studies were put on hold in the early 1970s, but resumed in 1975 with pilot studies using 
the 184-inch synchrocyclotron and continued with the introduction of the BEVALAC in 1977. The 
BEVALAC used two accelerators to deliver high uniform doses of heavy ions that are used to ablate 
deep-seated tumors. Treatments using helium and other heavy ions continue today, although the program 
is constrained by recent budget cuts and the closure of the BEVALAC. 

Dr. Richard Levy, a medical scientist at Lawrence Berkeley Lab who has examined patient 
records dating back to the late 1950s, has said these treatments were very effective given the imaging 
limitations of the time. In his preliminary analysis of records from the smaller studies, Levy said the 
majority of patients were cured of their disease, and he found no evidence of secondary malignancies or 
injury to adjacent brain structures. There were also no unexpected radiation-induced diseases, though 
more than one-third of the patients developed some delayed hypopituitary problems. However, these 
problems were anticipated in a significant number of cases. 99 
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Radioiodine 

In 1955, a follow-up study was conducted at Donner Lab of 175 patients who had received 
radioiodine treatment for hyperthyroidism between September 1945 and February 1952. Rad Lab 
documents also point to a set of experiments in the early 1960s that investigated the thyroid uptake of 
iodine 131 by pregnant woman and their fetuses. It is unclear from the documents available whether a 
formal study was carried out. 100 

Radiostrontium and the Fallout Study 

In April 1954, the AEC asked Hamilton for the medical records of UCSF patients who received 
radiostrontium between 1942 and 1944 in experimental therapy or as a palliative for metastatic bone 
cancer. This request was prompted by the AEC's Project Sunshine, a then-secret program to assess the 
human hazards of radiostrontium from the fallout of atmospheric bomb tests. A similar concern evidently 
lay behind the so-called Diaper Study at Berkeley, which measured the uptake of stable calcium and 
radiostrontium from processed baby foods in the normal diet of infants between 1957 and 1962. The lab 
supplied mothers with baby food, samples of which were tested for calcium and strontium content. 101 In 
this study, radioelements were not introduced into the foods; rather, the Lab checked the food for 
"naturally occurring" content. 

"Captive Population" Research 

Between 1958 and 1962, John Lawrence and his colleagues at Berkeley carried out a series of 
experiments among so-called captive or "vulnerable" populations at San Quentin, as well as at a Napa 
State Hospital. One of the San Quentin experiments employed prisoner volunteers to determine the 
mechanism of red blood cell production. (Human studies were required because of the widely varying 
way that different animals metabolize iron.) A second experiment injected bone marrow from 20 paid 
prisoner volunteers into patients with lymphatic leukemia, who had been previously treated with 
radioyttrium. 102 As was the case with Lawrence's San Quentin experiments in the late 1940s and early 
1950s, there is no evidence that written consent was obtained from the prisoners themselves. Prison 
officials permitted the study to be carried out based upon a protocol filed by Lawrence, and prisoners 
were compensated for their participation. 103 

Residents at the state-run mental hospital in Napa participated in an iodine 131 uptake study 
begun in 1958. The hospital's director described the experiments as representing "a unique opportunity 
for investigative work in the field of mental illness." 104 The consent procedure followed in these cases is 
not known. 

SUMMARY 

The following summary and concluding remarks concern areas of particular interest to the 
Advisory Committee. 
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At the University of California, as elsewhere, the invocation of secrecy for reasons of "national 
security" provided a convenient and effective means of avoiding further inquiry from colleagues or 
superiors. Even when it was not improperly used as a cloak for misdeeds, secrecy engendered suspicion— 
if only by an awareness of the potential for its misuse. 

Significantly, however, the insistence on keeping secrets came from the government, not from 
university researchers, and it continued after the wartime emergency had passed. Despite the 1954 
incident in which Joseph Hamilton deliberately misled a former colleague in order to guide him away 
from a secret project, the majority of UC researchers—Hamilton included-were eager to share the results 
of their classified work using human subjects with their professional peers "outside the fence." 

Robert Stone, for example, repeatedly requested that the AEC declassify the data he had gathered 
on total-body irradiation of terminal cancer patients, so that it might be published as part of a 
multivolume series on wartime radiation research. 105 Stone's requests were denied declassification on the 
grounds that his report on the patients contained "material the release of which would be prejudicial to the 
best interest of the Atomic Energy Commission, in that it might result in adverse publicity and even 
encourage litigation." 106 Consequently, only part of the data made it into the series. 

Hamilton’s efforts during the same time to obtain release of his classified reports detailing the 
plutonium injections were similarly rebuffed by the AEC. Indeed, as late as 1949, DBM Director Shields 
Warren personally upheld the decision of an AEC official not to allow declassification of the secret 
Radiation Laboratory report on CAL-Z, on the grounds of possible embarrassment to the commission, 
despite the entreaties of Berkeley researchers. 

Consent and Oversight 

The history of human radiation experiments at the University of California indicates that 
different consent practices were followed at different times—reflecting, not surprisingly, the evolution of 
ethical and legal concerns about the rights of human subjects. In the case of patients receiving 
experimental radiophosphorus or radioiodine treatments at Crocker or Donner laboratories, for example, 
the fact that these patients were referred to Berkeley by other physicians at hospitals in the Bay Area 
suggests that they were probably provided with some explanation for the referral. It is not known 
however, what they were told, nor is there any record that bears on whether they formally consented to 
the subsequent procedure. 

In all but one of the wartime and postwar plutonium and americium injections carried out at 
UCSF as part of the work done for the government under Contract 48A, no written record of consent 
could be found. Indeed, the memo of December 30, 1946, previously cited, suggests that the patients 
were deliberately not informed of the purpose or nature of the injection and a signed release was 
considered "invalid." It should be noted that classification rules alone cannot be considered a justification 
for this lack of disclosure, since, for example, the fact that plutonium consituted a principal jngredient in 
atomic bombs was no longer secret after publication of the Smyth Report in late August 1945. 

Although no record of consent can be found in the case of CAL-1, Shields Warren subsequently 
recalled that in December 1947, Joseph Hamilton claimed that "he had explained to the patients that they 
would receive an injection of a new substance that was too new to say what it might do but that it had 
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some properties like those of other substances that had been used to help control growth processes in 
patients, or something of that general sort." 107 As discussed in chapter 5 of the Advisory Committee's 
final report, if this is what was said, it may well have had the effect of misleading patients into believing 
there was a potential direct benefit to them. 

The only documentary evidence of consent in the medical file of CAL-2 is a standard form, 
"Consent for Operation and or Administration of Anaesthetic." Since this form 
contains no mention of experimental procedures and is dated May 2,1946, or a week after CAL-2 was 
injected with radioisotopes, it evidently applied only to the biopsy, which was performed on May 3. 

One of Hamilton's former associates, Patricia Durbin, has stated that she believes CAL-A's 
guardian was informed of the procedure followed in that case, but no evidence of consent could be found 
in the patient's incomplete medical file.' 08 

In the July 1947 case of CAL-3, a written record by two physicians, attesting to the 
understanding and consent of the patient, fulfilled the recently established AEC requirements regarding 
consent. A proposed, more stringent regulation, requiring signed consent from the patient and 
recommended by the commission's lawyers, had been successfully resisted by AEC contractors in April 
1947. As previously noted, however, the AEC also required that clinical testing must provide some 
potential benefit to the patient, a provision that was violated in the case of CAL-3. 

One of the most striking aspects of the history of the human radiation experiments-at the 
University of California, as elsewhere-is the frequency with which the same individuals appear in the 
story, operating in different capacities and serving on various committees, but in the process exercising a 
degree of authority seemingly out of all proportion to their small number. Upon reflection, this 
phenomenon is attributable less to conspiracy (or coincidence) than to the simple fact that these few 
individuals represented almost the entire cohort of scientists who, in the early days of government- 
sponsored radiation research, possessed the combination of experience, training, and security clearances 
that allowed them to carry out this kind of work. 

The same researchers who were among the most active in using human subjects for wartime 
radiation experiments were, by that very fact, deemed best able after the war to set the rules under which 
such experiments would be carried out, and even to approve the actual experiments proposed by them or 

their colleagues. In this role, for example, Joseph Hamilton served not only on the original Subcommittee 
on Human Applications of the AEC’s Advisory Committee on Isotope Distribution, but likewise was a 
founding member of the local UC committee that reviewed radiation research on the Berkeley campus, to 
which the subcommittee had nominally given the responsibility for reviewing individual experiments. 
Two others who served with Hamilton on this UC committee. Stone and Miller, were acting 
simultaneously as both participant and overseer in human radiation research. 

Inevitably, this interconnectedness led at least to the perception-and, sometimes, the reality-of a 
conflict of interest. As noted earlier, when DBM Director Shields Warren in early 1949 explicitly denied 
John Lawrence's request for carbon 14 to be used as a tracer in human subject research, Lawrence 
successfully appealed the decision to the Subcommittee on Human Applications, of which Joseph 
Hamilton was a founding member. Furthermore, Warren's pointed reminder to Lawrence several months 
later that the AEC had to approve the use of all isotopes, even those produced locally at the Rad Lab's 
cyclotron, and that "this procedure has not been uniformly followed in the past," suggests that the 
mechanisms the AEC had put in place to oversee the use of radioisotopes in human subject research were 
far from foolproof. 
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The duplication and diffusion of responsibility that marked the AEC's national supervision of 
radiation research were often replicated at the local level. University records indicate that UCSF and 
Berkeley's Donner Lab had separate committees to review proposals for the use of radioisotopes on 
human subjects. The Committee for the Safe Use of Radioisotopes, created at Berkeley in October 1946 
at the instigation of President Sproul, had among its inaugural members Hamilton, Stone, and Miller. 109 
The original purpose of this committee, however, was evidently to ensure the health and safety of campus 
researchers, not to safeguard human subjects used in research; to the extent that it also had responsibility 
for reviewing proposed human radiation experiments, that function was apparently auxiliary and came 
later. 110 By 1952, when the committee was reorganized at the urging of the AEC, its functions included 
oversight of proposals by campus researchers seeking AEC-supplied radioisotopes for their work. 111 

Evidence on the function of a "human use" committee at the Donner Lab remains sketchy, 
although a 1956 letter from John Lawrence to a UC colleague noted that such a committee had been 
functioning at the lab "for many years." The Donner Lab committee was evidently merged with the 
campus-wide safe use committee in 1958. 112 

In a January 1951 letter to the director of Highland-Alameda Hospital regarding safeguards on 
human subject research at the Donner Lab, John Lawrence gave "assurance that all of our investigations 
are approved by the National Isotope Committee of the Atomic Energy Commission and also by the local 
Radiation Laboratory Isotope Committee. Every investigation that we carry out on humans with 
radioactive isotopes is first approved by our local committee and then submitted to the National 
Committee for their approval, so that you can rest assured that any studies that we carry out on patients 
have this double protection." 113 

An undated draft of a "waiver policy" drawn up by John Lawrence, evidently from the early 
1950s, relieved the Donner Laboratory, its physicians, and the university's Regents from liability should 
the patient become ill after receiving the "treatment previously discussed." In response to a 1952 query 
about consent policy at Berkeley, Lawrence wrote that no consent form was sought from paid 
volunteers. 114 This statement would appear to be consistent with the procedure followed in the 1949 and 
1951 San Quentin experiments, which used paid prisoner volunteers. Oral consent was also apparently 
the standard in the earlier radioiodine studies at the Langley-Porter Clinic. In that case, however, the 
subjects also included patients described by the clinic’s director as "severely schizophrenic," and hence 
presumably unable to make reasoned judgments concerning their own welfare. 115 

In addition to the Donner Lab and Berkeley campus-wide committees, a UC Regional Advisory 
Committee on Radiological Safety and a separate UCSF Committee on Clinical Use of Radioisotopes 
were also in existence by the early 1950s. While it is not known exactly when UCSF initiated a so-called 
human use committee concerning radioisotopes, records indicate that such a body was operating on the 
San Francisco campus in the early 1950s. Consent forms for the use of radioisotopes dating from 1952 
have been located in UCSF medical records. 116 

By the late 1950s, consent policy at Donner Laboratory had evolved to a form signed by the 
patient, attesting that he or she had been apprised of the treatment and its possible side effects as well as 
anticipated benefits. The consent policy followed by UCSF at this time is not known in detail, but a 1959 
letter from Robert Stone requested permission to discontinue use of consent forms for routine procedures 
involving the administration of radioactive isotopes, except where patients were under 21 years old. 117 

Whether consent was obtained in the case of CAL-Z and in subsequent zirconium and columbium 
injections is not known. Nor is it known what, if any, consent procedure was followed in the astatine 
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tracer study of the early 1950s. However, none of the surviving records in these cases include any 
evidence that written consent was obtained for the injection of an experimental radioelement. 

In the 1960s, consent policy at the university followed guidelines established by the Public Health 
Service, and later by the Department of Health, Education, and Welfare. In February 1967, the Radiation 
Laboratory's Committee for Safeguards in Research in Human Subjects issued a statement of policy 
regarding research procedures involving human subjects. Henceforth, any studies done at Berkeley 
required presentation of a UC protocol, and those researchers receiving National Institutes of Health 
grants were to file a separate protocol with both the Rad Lab and NIH. All such studies also required 
written consent from the patient. 118 

In 1970, the president of UC extended the previously-established Public Health Service policy to 
all studies involving human subjects. The university updated its policies and procedures regarding studies 
involving human subjects in 1972. "Subjects" were defined as "any individual who may be at risk as a 
consequence of participation in research, development, demonstration or any other activities." Groups or 
individuals "with limited civil freedom," including prisoners, residents of institutions for the mentally 
retarded or mentally ill, and individuals subject to militaiy discipline, were all identified as being "of 
particular concern." 

CONCLUSIONS 

The enlistment of the University of California in the war effort-and, in particular, the 
mobilization of the "Rad Lab"~is surely one of the most remarkable stories in the history of twentieth- 
century American science and technology. The fact that the university's president and the Regents' 
secretary-treasurer routinely committed the university to multimillion dollar contracts on the strength of 
verbal assurances from the Manhattan Project's director, General Groves, without knowing either the 
purposes or even the end product of this research, certainly represents a degree of trust between a public 
institution and the government that is foreign to the current day. 

Both UC and the federal government clearly benefited from this collaboration: the university in 
the vastly increased support, financial and material, that it received for its programs and researchers; the 
government in the vast new wellspring of talent upon which it was now able to draw. However, this 
university-government alliance, despite its obvious advantages to both parties in the wartime emergency, 
and then during the Cold War, was not without costs. 

For the university, the price of its alliance with the government was the sacrifice of meaningful 

oversight. Even well after the war had ended, when UC continued to administer three laboratories doing 
military-related research—Los Alamos, Livermore, and Berkeley's Rad Lab—major decisions as to support 
for particular classified programs were, in effect, simply delegated to the directors of those labs. This 
procedure followed the pattern established early on with the secret biomedical research conducted for first 
the Army and then the AEC. 

Even when mechanisms for oversight were put into place, moreover, the ongoing feud between 
Berkeley's Division of Medical Physics and UCSF's Medical School suggest that they may have been pro 
forma at best and were in any case easily thwarted. On that point, it is important to realize that concerns 
about the university's complicity in ethically dubious radiation experiments on human subjects is not a 
matter of retrospective moral judgment, but rather was at the center of the Berkeley-UCSF feud of the 
1940s and 1950s. 
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Current Federal Policies 
Governing Human Subjects 
Research 


This chapter supplements chapter 14 of the committee's report on current federal policies 
governing human subjects research. Here we describe the administrative structures and procedures for 
ensuring compliance with federal rules for the protection of human research subjects currently 
employed by six departments and agencies: the Department of Health and Human Services (DHHS), 
the Department of Defense (DOD), the Department of Veterans Affairs (VA), the Department of 
Energy (DOE), the National Aeronautics and Space Administration (NASA), and the Central 
Intelligence Agency (CIA). In addition, this chapter provides summary information on ten additional 
federal departments and agencies that sponsor and/or conduct research involving human subjects (see 
table 1 at the end of this chapter). We asked each of the six agencies to provide information on the 
following: 


• the scope of its human subjects research programs; 

• the organizational structure of its human subjects protection efforts and the resources 
devoted to such activities; 

• the policy issuances and guidances pursuant to the Common Rule 1 that the agency has 
provided to subsidiary agencies and research institutions; 

• monitoring and enforcement activities; 

• sanctions available for noncompliance with human subjects protections; 

• the existence of and rules governing classified research involving human subjects; and 

• the use or potential use of waivers of any of the requirements of the Common Rule or the 
agency's own human subjects regulations. 

The information presented below is based largely on this survey. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

DHHS is the federal department with the largest presence in biomedical and behavioral 
research involving human subjects, approximately $2.8 billion annually. 2 The following agencies of the 
Public Health Service (PHS, a component of DHHS) conduct most of the DHHS-sponsored biomedical 
and behavioral research: the National Institutes of Health (NIH, consisting of twenty-four separate 
institutes and centers), the Centers for Disease Control and Prevention, the Health Resources and 
Services Administration, the Indian Health Service, the Substance Abuse and Mental Health Services 
Administration, and the Food and Drug Administration. DHHS-supported behavioral research is 
conducted by other agencies as well, including the Office of the Secretary, the Health Care Financing 
Administration, and the Administration for Children and Families. 

In addition to supporting a limited number of intramural and extramural research activities that 
involve human subjects, FDA also regulates all research, whether sponsored by public of by private 
entities, that is used in support of new drug, biologies, and device applications. 3 Because the statutory 
basis for FDA regulation of research on drugs and devices is separate and distinct from that for DHHS- 
supported and conducted research, FDA rules and oversight practices differ in certain respects and are 
discussed in a separate section below. 4 

DHHS Authority for the Protection of Human Subjects 

Amendments to the Public Health Service Act in 1974 (Public Law 93-348), 1985 (P.L. 99- 
158), and 1993 (P.L. 103-43) provide the current statutory basis for the human subjects protections 
afforded by DHHS research programs. The 1985 Health Research Extension Act directs the secretary 
to require that each institution applying for a grant, contract, or cooperative agreement for research 
involving human subjects provide assurances that it has established an institutional review board (IRB) 
to review such research, in order to protect the rights and welfare of the subjects of the research. It 
further directs the secretary to establish a program to respond to requests for guidance regarding ethical 
issues raised in the course of research and to establish a process for responding to information provided 
to the director of NIH regarding violations of the rights of human subjects of research funded under the 
Act. The 1993 NIH Revitalization Act strengthened these requirements by making IRB review, and 
approval by a majority of IRB members, a prerequisite to any DHHS funding of the research. 

Additional Provisions of the DHHS Regulation 

In addition to the Common Rule, which is reflected in subpart A of 45 CFR Part 46, Protection 
of Human Subjects, the DHHS regulation includes subpart B, for research involving pregnant women, 
fetuses, and in vitro fertilization; subpart C, governing research involving prisoners; and subpart D, 
governing research involving children. 

Subpart B authorizes the secretary of DHHS to establish one or more Ethics Advisory Boards 
(EABs) to advise on ethical issues raised by individual research proposals that involve pregnant 
women, fetuses, and in vitro fertilization. 5 Such a board may also establish certain classes of research 
that require EAB review and approval prior to departmental funding. 6 Subpart B limits research 
activities involving pregnant women, fetuses, and in vitro fertilization to those that (1) are conducted 
only after appropriate studies with animals and nonpregnant women; (2) involve only minimal risk to 
the fetus, unless the activity is for the benefit of the particular pregnant woman or fetus; (3) preclude the 
involvement of the researchers in any decisions about terminating a pregnancy or determining the 
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viability of the fetus; and (4) prohibit any research intervention involving greater than minimal risk to 
the pregnant woman or fetus as part of any procedure for terminating the pregnancy. 7 Informed consent 
must be given by legally competent parents, except that the consent of the father is not required under 
certain circumstances. 8 

Research activities directed towards fetuses ex utero are limited to those that (1) pose no added 
risk to the fetus and are for the purpose of developing important biomedical knowledge not obtainable 
by other means, (2) enhance the possibility of survival of the particular fetus, and (3) neither artificially 
maintain the vital functions of the fetus nor terminate its heartbeat or respiration. The informed consent 

of parents is likewise required for research involving fetuses ex utero? 

Subpart B directs IRBs to determine that all aspects of the research activity meet these 
requirements and to give particular attention to the procedures for the selection of subjects and the 
monitoring of the informed consent process. 10 It also gives the secretary authority to modify or waive 
its specific requirements, with the approval of the EAB, after concluding that "the risks to the subject 
are so outweighed by the sum of the benefit to the subject and the importance of the knowledge to be 
gained as to warrant such modification or waiver."' 1 

Subpart C provides additional protections for prisoners involved as subjects in behavioral and 
biomedical research, because of the concern that incarceration may affect the ability of prisoners to 
make a truly voluntary decision about participating in such research. In addition to the requirements of 
the Common Rule, IRBs must ascertain that participation offers no excessive advantages that would 
distort a prisoner's decision to participate, that the risks are commensurate with risks that would be 
accepted by a nonprisoner population, that selection procedures among prisoners are fair, that control 
subjects are randomly selected, and that follow-up care or examination will be provided. 12 

Research involving prisoners is required to pertain only to those topics that are particularly 
relevant to the lives of prisoners, such as studies of the causes, effects, and processes of incarceration 
and criminal behavior; research on conditions particularly affecting prisoners as a class, such as 
alcoholism and drug addiction or hepatitis vaccine trials; or research that is intended and likely to 
improve the health and well-being of the subject. 13 A majority of the members of any IRB (exclusive of 
prisoner members) that reviews research proposals involving prisoners must have no association with 
the prison(s) involved, apart from their membership on the IRB. At least one member must be a 
prisoner or a prisoner representative. 14 

Subpart D provides additional protections for children involved as subjects of research. It 
requires that IRBs approve research involving children only if the research meets the following 
additional conditions: (1) the research involves no more than minimal risk and researchers obtain the 
child's assent, meaning the child's affirmative agreement, 15 in addition to the parents' permission; (2) the 
research involves greater than minimal risk but presents the prospect of direct benefit to the subjects; or 
(3) the research is not of direct benefit and involves greater than minimal risk to the subject but is likely 
to yield generalizable knowledge about the subject's disorder or condition. 16 If the IRB finds that 
proposed research does not meet these three conditions, DHHS may still conduct or fund the research if 
the secretary, after consulting with experts and after public review and comment, determines that the 
research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a 
serious problem affecting children, that the research will be conducted in accordance with’ sound ethical 
principles, and that adequate provisions are made for soliciting the assent of children and the permission 
of their parents. 17 
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Responsibility for Human Subjects Protections Within DHHS 

DHHS oversight of human subjects protections for the research that it conducts or supports is 
the responsibility of the Office for Protection from Research Risks (OPRR), located within NIH. 

OPRR develops and interprets DHHS policies on human subject protections, provides guidelines for 
research institutions and IRBs, cosponsors workshops with FDA to educate IRB members and staff 
(four or five per year, involving 100 to 200 persons each), and negotiates and approves "assurances of 
compliance" (discussed below) with research institutions. 18 It also investigates claims of 
noncompliance with these rules. In addition, the director of OPRR chairs the Interagency Human 
Subjects Research Subcommittee of the Health, Safety, and Food Research and Development 
Committee of the National Science and Technology Council, which is responsible for ensuring the 
uniform interpretation of federal policy for human subjects research. 19 

OPRR currently has 14 staff members and an annual budget of approximately $ 1 million 
devoted specifically to human subjects protection. An additional 76 full-time-equivalent staff (FTEs) 
in other parts of PHS contribute to human subject protection policy and oversight activities. 20 

Policies and Practices in the Oversight of Human Subjects Research 

The written assurances of compliance that OPRR negotiates with institutions such as 
universities, hospitals, and independent research facilities, as well as research components within 
DHHS, are the basic mechanisms for the enforcement of human subjects protections. An assurance of 
compliance commits an institution and its personnel to full adherence with the DHHS human subjects 
protection regulations. The nation’s largest research institutions have negotiated multiple project 
assurances (MPAs) with OPRR. MPAs can cover a comprehensive array of research activities 
involving human subjects and are generally in effect for a five-year period. 21 

As part of its assurance of compliance, a research institution is required to state the principles 
governing its activities for protecting the rights and welfare of human subjects, to make a commitment 
to adhering to the provisions of DHHS human subjects regulations for all federally funded research, and 
to describe its practices for protecting human subjects, including the policies and procedures of its 
IRB. 22 Ninety-three percent of all research institutions that have negotiated MPAs with OPRR have 
voluntarily agreed to extend the specific protections of the DHHS regulation to research that is not 
federally supported. 23 Approximately 420 institutions currently have 453 MPAs with OPRR. In 
addition, there are about 3,000 single project assurances (SPAs) governing the conduct of human 
subjects research in smaller, newer, or primarily clinical settings; 1,173 cooperative project assurances; 
and 1,436 noninstitutional investigator agreements. These investigator agreements, negotiated by 
OPRR with individual clinicians involved in cooperative studies and large clinical trials, are additional 
to a project assurance for the overall study. Four full-time OPRR professionals are responsible for 
soliciting and managing the more than 6,000 assurances of all kinds that are currently in effect. 24 

Every application to DHHS for a grant, contract, or cooperative agreement is reviewed by the 
funding entity to ascertain whether human subjects are involved in the proposed research, to determine 
whether the applicant has received IRB approval for the proposed research, and to make an independent 
assessment of human subjects risks and protections. This evaluation is followed by additional review 
through peer review for technical and scientific merit. Concerns with the adequacy of human subjects 
protections or potential risks, or a need to review further documentation, (such as the informed consent 
form itself), is noted in the summary statement on scientific merit and will become part of the 
application file. The scientific review group notifies not only OPRR but also the national advisory 
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councils (through the summary statements) of its concerns regarding the involvement of human subjects 
in grant applications that it has reviewed. These concerns must be resolved by the investigator or 
institution proposing the research prior to any funding of the project. 25 If the institution proposing the 
research does not have an MPA of the necessary scope on file, OPRR negotiates a single project 
assurance before the research activity is funded. OPRR does not otherwise routinely review individual 
research protocols for compliance with human subject protections. 26 

Once institutional assurances of compliance have been approved, OPRR oversees the conduct 
of human subjects research primarily on an exceptions basis-that is, in cases where questions or 
complaints have been raised or when adverse outcomes are reported. OPRR does not routinely audit 
IRB records, nor does it interview research subjects to ascertain that appropriate procedures have been 
followed. It does, however, follow up on reports from institutions or investigators; complaints from 
research subjects, patients, or the public; and information forwarded by FDA or other agencies. Such 
information may be about adverse outcomes within the context of research, or about incidents of 
noncompliance with regulations or with the terms of the particular institutional assurance or approved 
research protocol. 27 

Certain kinds of research supported or conducted by DHHS are followed and reviewed more 
closely with regard to the experience of patient-participants. For example, Cooperative Oncology 
Group (COG) research supported by the National Cancer Institute (a component of NIH) is monitored 
with on-site audits that include an evaluation of human subjects protections. 28 Some NIH-supported 
multicenter clinical trials are monitored by independent data and safety monitoring boards (DSMBs) 
that assess emerging data to ensure subject safety and the relative efficacy of alternative treatments. 29 
The outcomes data reviewed by DSMBs might not be readily accessible to IRBs and participating 
clinicians, and DSMBs are not directly accountable to local IRBs or OPRR. However, the principal 
investigator is required to report to the IRB at regular intervals, and it is the principal investigator who 
receives information from the DSMB on, (among other things), concerns related to risks to patient- 
subjects. 

IRBs are required not only to review and approve all proposed research involving human 
subjects in advance of its funding by a federal agency, but also to conduct reviews during the course of 
the research at intervals appropriate to the degree of risk involved, but at least annually. 30 OPRR is 
placing increased emphasis in its guidance to IRBs on the importance of continuing reviews. 31 

OPRR estimates that about half of the reports of incidents or compliance issues that it receives 
are self-reports from the research institution, either by the investigator, the IRB, or other responsible 
official. During the period 1990-1994, OPRR initiated investigations of249 reports of potential 
noncompliance or problematic situations and had completed 152 of them as of December 31,1994. 
During the same period, OPRR reviewed an additional 462 reports, (including 191 institutional incident 
reports, over 200 FDA inspection reports, and 40 unsubstantiated allegations) for which it determined 
that no investigation was necessary. 32 Most compliance oversight investigations are conducted through 
correspondence with the institution and do not require an on-site review. 

Complainants generally receive information about the outcome of OPRR's investigation at the 
completion of an oversight investigation. Once an investigation is completed, the final report of 
findings by OPRR becomes publicly available under the Freedom of Information Act (FOIA), along 
with related documents. 33 In 1993, OPRR filled 32 FOIA requests related to human subjects protection 
compliance reviews; in 1994,54 such requests were filled. 34 Ordinarily there is no official 
announcement of a compliance review. 

At any time during an investigation, OPRR may suspend an institution's assurance concerning 
some or all research activities. If this occurs, the affected research projects cannot be supported by any 
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DHHS component until an appropriate assurance is again approved by OPRR. Other steps that OPRR 
might take consequently to a compliance investigation are: 

• requiring revisions to the informed consent document or process; 

• requiring prior OPRR review of some or all research projects; 

• • requiring that investigators receive'education in human subjects protection; 

• requiring special reporting to OPRR; 

• recommending to DHHS that an institution or investigator be temporarily suspended or 
permanently removed from participation in specific projects; and 

• recommending to DHHS that an institution or investigator be declared ineligible to 
participate in DHHS-supported research (debarment). 

Debarment or suspension of a participant in a federal program by one agency has government-wide 
effect. 35 

Waivers from Provisions of the DHHS Regulation 

The secretary of DHHS has authority to grant waivers from the requirements of the 
department's human subjects protections regulation, including the requirements for informed consent. 36 
The single secretarial waiver to date was from the requirement for local IRB review in the case of the 
investigational drug d4T, used in the treatment of AIDS patients. 37 FDA's "parallel track" policy 
permits expanded availability of investigational new drugs for AIDS/HIV patients who are not able to 
take standard therapy, or for whom standard therapy is no longer effective, and who are unable to 
participate in ongoing controlled clinical trials. Under this policy, patients may be given promising 
investigational drugs, concurrent with the conduct of controlled trials. Because it would be difficult for 
local IRBs to oversee and approve the participation of clinical groups, and for individual practitioners 
not ordinarily involved in research to obtain local review, FDA is using an NIH IRB in lieu of local 
IRB review. 38 

FOOD AND DRUG ADMINISTRATION 

As a subagency of DHHS, FDA is subject to the DHHS regulation for human subjects research 
that it conducts or financially supports. However, for human subjects research involving products 
regulated by FDA, separate rules under the statutory authority of the Food, Drug, and Cosmetic Act 
apply. When research involving products regulated by the FDA is funded by DHHS, both DHHS and 
FDA regulations apply. 39 

FDA Authority for the Protection of Human Subjects 

The Food, Drug, and Cosmetic Act directs FDA to ensure the protection of the rights and 
welfare of human subjects who participate in clinical investigations of new drugs, biologies, and 
devices, food and color additives, and electronic products, and in clinical investigations that support 
applications for research or marketing permits for products regulated by FDA. 40 The regulations 
governing the conduct of human subjects research that FDA regulates are codified at 21 CFR Part 50 
(Protection of Human Subjects) and 21 CFR Part 56 (Institutional Review Boards). These regulations 
are the same as the DHHS regulations in most respects but include several significantly different 
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substantive provisions. Specifically, FDA uses different criteria for an exception to informed consent, 
and FDA provides for a waiver of IRB review only in emergency situations. 41 Furthermore, FDA does 
not use institutional assurances of compliance, relying instead on its bioresearch monitoring program. 42 

Responsibility for Human Subjects Protections in Research Involving Products Regulated by 
FDA 


FDA's Bioresearch Monitoring Program involves on-site inspections of nonclinical laboratories, 
IRBs, study sponsors (e.g., pharmaceutical companies), and clinical investigators to assure the 
protection of human subjects and the integrity of data reported to FDA. Each operational component of 
FDA (drugs, biologies, devices) has such a monitoring unit 43 

Policies and Practices in the Oversight of Human Subjects Research 

FDA reasoned (in the Federal Register announcement of the Common Rule) that establishing 
an assurance system geared to those IRBs that are exclusively subject to FDA regulation would result in 
"increased administrative burdens" that would not be justified by the benefits; FDA would therefore 
continue to rely on its Bioresearch Monitoring Program, along with educational activities,, to achieve 
IRB compliance. 44 Under its monitoring program, FDA inspects IRBs routinely every five years and, in 
addition to its own sanctions, reports any findings of noncompliance to OPRR for independent action if 
the IRB in question holds an OPRR-approved assurance. 45 

An FDA inspection involves a site visit and a standardized review of the documentation 
maintained by the IRB. FDA sends regulatory letters to IRBs after site visits, reporting its findings and 
specifying corrective actions that must be taken. IRBs with substantial compliance violations are 
usually reinspected within a year's time. FDA inspects over 600 clinical investigators, 270 IRBs, 60 
sponsors, and 120 nonclinical laboratories each year. 46 

FDA requires IRBs to conduct continuing (no less than annual) review of ongoing research. 
Continuing reviews must gather information on the number of subjects initiated into research, describe 
research subjects' experiences in terms of benefits, identify adverse effects and withdrawals from the 
project, report on research results, and provide an updated risk-benefit assessment. When 
unanticipated risks or information bearing on the risk-benefit assessment of the research are discovered, 
they must be reported to the IRB promptly. 47 

FDA regulations allow research sponsors and investigators to request a waiver of the 
requirement for IRB review of research, but not of the requirements for informed consent of subjects. 48 
This provision is intended for use "only where it would be in the best interest of the subjects and where 
alternative mechanisms for assuring the protection of the subjects are adequate" 49 -for example, in the 
case of treatment investigational new drugs for persons with serious or life-threatening diseases. 

FDA has distinctive sanctions against noncompliant IRBs and research institutions. If IRBs 
and institutions refuse FDA access to IRB records for inspection, FDA may disqualify the evidence 
provided from a study in support of an application for an FDA research or marketing permit for a new 
drug or device. 50 If during an inspection an IRB is found to be in noncompliance, FDA may: 

• reinspect the institution to confirm that corrective measures have been taken; 

• withhold approval of any new studies conducted by the institution or reviewed by the 
IRB; 

• direct that no new subjects be added to ongoing studies; 
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• terminate ongoing studies; 

• notify other state or federal regulatory agencies or parties with a direct interest in FDA's 

action; and 

• disqualify the IRB or parent institution, which may entail a refusal to consider data from 
a clinical investigation offered in support of a marketing permit. sl 

FDA Exception from the Requirement for Informed Consent 

Some medical speciality groups have advocated an exception from informed consent in the case 
of emergency research (i.e., medical interventions under a research protocol) so that advances can be 
made in such treatments for patients unable to give consent, such as those unconscious with head 
trauma, spinal cord injury, or stroke. 52 However, the necessary randomization of treatment alternatives 
under such emergency conditions is problematic under both the FDA regulation and the Common Rule. 

FDA rules allow for administration of a test article, (that is, an investigational drug, biologic, or 
device), if (1) the subject is confronted by a life-threatening situation necessitating the use of the test 
article, (2) informed consent cannot be obtained from the subject, (3) time is not sufficient to obtain 
consent from the subject's legal representative, and (4) no alternative method of approved or generally 
recognized therapy exists that provides an equal or greater likelihood of saving the subject's life. The 
use of this test article under these circumstances must be reported to the IRB within five days. 53 This 
provision, however, did not anticipate a research situation in which subjects (patients) would be 
randomly assigned to different treatments and in which the experimental treatment would be used 
repeatedly without informed consent, as would be the case for research on investigational interventions 
used in the care of unconscious patients or for patients whose ability to give consent is otherwise 
compromised. At the time of this writing, the FDA had proposed new regulations for conducting 
research in emergency settings. It is expected that the new regulations will be promulgated by the end 
of 1995. 

In contrast, the Common Rule for federally funded research directs that, if a test article is used 
for emergency treatment without informed consent, data gathered or information resulting from that 
case cannot be used in any study or scientific report about the test article. 54 The Common Rule permits 
the IRB to waive the requirement for informed consent if, among other things, the research involves no 
more than minimal risk to the subjects. Because the purpose of this emergency research is to determine 
the risks and benefits of the intervention-that is, its safety and effectiveness--it is difficult to judge 
whether the risk of the research is minimal or greater than minimal. Furthermore, if the risk is judged 
to be greater than minimal, but is offset by even greater potential benefits to the subject, there is no 
provision in the Common Rule that would permit an IRB to waive informed consent. 

DEPARTMENT OF DEFENSE 

DOD conducts biomedical and behavioral research involving human subjects within each of its 
services (Army, Navy, and Air Force). Several additional DOD agencies, such as the Uniformed Services 
University of the Health Sciences (USUHS), fund biomedical research through the services. In addition 
to mission-specific research, DOD engages in research projects mandated by Congress, such as its 
women's health and breast cancer research programs. Some clinical research within DOD facilities is 
sponsored by other federal agencies or by private entities. 55 DOD sponsors human subjects research 
through two separate programmatic and funding authorities, its clinical research program and its research 
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and development (R&D) program. The clinical research program largely takes place within DOD 
medical facilities and is focused on traditional biomedical research topics. DOD's R&D program 
addresses a broader range of biomedical and behavioral research questions of particular or unique 
relevance for the military mission, for example, studies of human safety factors in the development of 
new weapons systems. 

DOD Authority for the Protection of Human Subjects 

A statutory basis for informed consent was provided by the Defense Department Authorization 
Act of 1985, which directs that: 

Funds appropriated to the Department of Defense may not be used for 
research involving a human being as an experimental subject unless- 

(1) the informed consent of the subject is obtained in advance; or 

(2) in the case of research intended to be beneficial to the subject, the 
informed consent of the subject or a legal representative of the subject is 
obtained in advance. 56 

DOD has codified the Common Rule at 32 CFR Part 219. In addition, DOD directives require 
conformance with subparts B, C, and D of the DHHS regulation, which address research involving 
pregnant women, fetuses, and in vitro fertilization; prisoners; and children, respectively. 57 

Responsibility for Human Subjects Protections Within DOD 

Responsibility for oversight of human subjects protections resides with the director of the Office 
of Defense Research and Engineering. Operational oversight is delegated to the individual services or 
DOD agencies. Both research and development (R&D) projects and clinical investigation efforts come 
under the purview of the services' surgeons general. 58 In all, DOD devotes an estimated 80 full-time 
equivalents to assurance and compliance activities for protecting human subjects. This includes staff 
resources devoted to review and documentation of human subjects protection activities (excluding those 
of IRBs themselves) at all levels of the department. 59 

The primary responsibility for oversight of intramural clinical research rests with each hospital 
commander whose facility sponsors a clinical investigation program. This oversight is exercised 
primarily through the chief of the department of clinical investigation at each major teaching facility, 
primarily hospitals. Medical monitors are appointed for each study that involves more than minimal risk, 
to ensure the ongoing protection of human subjects involved in each project. The Human Use Committee 

(the facility’s IRB) conducts annual reviews of each protocol involving human subjects according to the 
provisions of the Common Rule. 

Within DOD's biomedical R&D programs, the commanding officers of the medical research 
laboratories and institutes are ultimately responsible for local institutional oversight. The principal 
committees within each research institution for review of protocols for scientific merit and the adequacy 
of protections for human subjects are the scientific review and the human use committees, this latter 
committee being the IRB. Human use committees conduct annual reviews of each protocol, in 
accordance with the provisions of the Common Rule. 60 A locally assigned physician serves as a medical 
monitor for each protocol determined to be of greater than minimal risk, as determined by the human use 
committee. 61 
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More than 50 freestanding DOD facilities may conduct or contract for research involving human 
subjects. Within the Army, the Medical Research, Development, Acquisition, and Logistics Command at 
Fort Detrick, Maryland, oversees protocol reviews with regard to human subjects protections for all 
intramural and contract biomedical research. Within the Navy, both the Naval Medical Research and 
Development Command at the National Naval Medical Center, Bethesda, and the Office of Naval 
Research support human subjects research activities. Each of these operations is responsible for oversight 
of human subjects protections for research that they conduct or sponsor under contract. The Air Force 
facility most heavily involved with human subjects research is Armstrong Laboratory at Brooks Air Force 
Base, Texas. Human subjects protection coordination for Air Force R&D facilities is provided by the 
Headquarters Air Force Medical Operations Agency, Office of the Surgeon General. Within USUHS, its 
Research Administration coordinates the review and oversight of research protocols by the university's 
IRB. 62 DOD also maintains seven medical research laboratories overseas. The primary focus of the 
human subjects research conducted by these facilities is epidemiological surveillance of infectious 
diseases, field trials of vaccines and therapeutic drugs, and field validation of rapid diagnostic 
technologies. 63 

All human subjects research conducted by or sponsored extramurally by DOD must be conducted 
by an institution with a current project assurance, either an MPA issued by OPRR or an assurance issued 
by a military service or agency. For in-house research, the Director of the Office of Defense Research 
and Engineering has delegated responsibility for management and oversight of the issuance of project 
assurances to the director of the office of environmental and life sciences. This office provides policy 
guidance and maintains information regarding the project assurances issued by the agencies and services 
that conduct or support biomedical and behavioral research projects. 64 

Policies and Practices in the Oversight of Human Subjects Research 

DOD reports that service headquarters provide continuous monitoring and audit reviews of the 
programs under their jurisdiction for compliance with human subject protections. The Office of the 
Surgeons General for each of the services determines whether additional administrative review of 
proposals involving more than minimal risk is warranted. They may provide such second-level review in 
a variety of ways, including using joint-service committees. 

The services conduct announced and unannounced site visits to their own facilities to evaluate 
program management and to determine compliance with regulations. Between 1992 and 1995, the 
services have conducted approximately 180 site visits to facilities conducting research involving human 
subjects. 65 Headquarters offices ensure that adequate records of all research protocols are maintained at 
the research facility, that approved informed consent forms have been used and maintained, that progress 
reports have been filed, and that minutes of IRB meetings are maintained. Annual audit reviews of 
research protocols involving human subjects are conducted by the sponsoring agency or service. All 
reviews, audits, and site visits are documented. Permanent records of such audits or reviews are 
maintained by the office conducting or directing the audit. 66 

A 1987 memorandum of understanding states that DOD will comply with FDA regulations on the 
clinical testing and use of investigational drugs, acknowledges the need for expeditious FDA review of 
products that are needed to accomplish DOD's mission, and makes special provisions for security in 
FDA’s review of clinical testing within DOD that is classified for reasons of national security. 67 
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DEPARTMENT OF VETERANS AFFAIRS 

VA operates 171 inpatient medical centers, including short-term hospitals, psychiatric and 
rehabilitation facilities, and nursing homes. It also operates a number of freestanding outpatient clinics. 61 ® 
VA's biomedical research and development program focuses on the health care needs of veterans. This 
research is almost exclusively intramural, although in limited instances (e.g., at congressional direction, or 
when an investigator needs specialized services) biomedical research is performed under contract. 69 

VA's research appropriation supports approximately 2,000 investigators who conduct about 
12,000 discrete projects in VA facilities annually. A quarter of these projects are VA-funded, another 
quarter to a third are extramurally funded, and the remainder are conducted by VA personnel without 
specific research funding. VA spends approximately $114 million annually in appropriated monies on 
human subjects research; an additional $110 million of VA clinicians' time is devoted to research 
activities. Other federal agencies provide roughly $170 million annually for research in VA facilities, 
most of it clinical research, and an additional $100 million worth of research is conducted in VA facilities 
by private nonprofit and proprietary entities, such as the American Heart Association and pharmaceutical 
firms. 70 

VA Authority for the Protection of Human Subjects 

The Common Rule is codified for VA at 38 CFR Part 16. In addition, 38 USC 7331 and 7334 
require that all medical and prosthetic research conducted by VA occur only with the informed consent of 
subjects and that regulations governing human experimentation be coordinated with those of DHHS. 7 ' 

Responsibility for Human Subjects Protection Within VA 

Within the Veterans Health Administration (VHA), the Office of the Assistant Chief Medical 
Director for Research and Development is responsible for the overall planning, coordination, and 
direction of R&D activities. VHA's research program encompasses three areas: medical research, health 
services research and development, and rehabilitation research and development. Each research 
component is responsible for VA Central Office (VACO) review of research proposals for both scientific 
merit and the adequacy of human subjects protections. For the most part, oversight of human subjects 
protection takes place at the local medical facilities . 72 

The VA National Bioethics Committee is a 20-member advisory panel that meets twice yearly to 
advise the VA chief medical director and his staff on ethical issues in clinical care, resource allocation, 
and biomedical research within VA facilities. In 1991, VA established a National Center for Clinical 
Ethics under contract with the clinical ethics group at the VA Medical Center in White River Junction, 
Vermont, to serve as staff to the National Bioethics Committee and to enhance the quality of clinical 
ethics programs at VA medical centers. This center has, to date, worked mainly in areas other than 
human experimentation, instead focusing on clinical practice and resource allocation issues. 73 The center 
will likely become involved in issues entailed by human subjects research in VA facilities in the future. 

Policies and Practices in the Oversight of Human Subjects Research 

All research associated with VA facilities or VA clinicians, whether or not it receives research 
funding, is subjected to the same local review, approval, and documentation requirements. All human 
subjects research conducted in VA facilities or with VA monies is performed subject to the provisions of 
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the Common Rule. For the most part, individual medical facility staff members generate research 
proposals and submit them to institutionally based research and development committees. In some cases, 
however, research priorities are set by legislation, as in the case of HIV/AIDS research, alcoholism and 
drug dependency, spinal cord injury, and post-traumatic stress disorders. Individual VA medical 
institutions have R&D committees that review investigator-initiated research proposals. These 
committees have human studies subcommittees, which serve as the institutions' IRBs, as well as safety 
subcommittees, which address the use of hazardous materials and radiation safety, among other issues. 74 
There are approximately 110 human use subcommittees in medical facilities throughout the VA system. 75 

Most VA hospitals are affiliated with a teaching hospital or university medical center, and the 
IRB of the affiliated medical center may also review human subjects research conducted in VA facilities, 
if the VA facility does not have a human use subcommittee or if the research is a collaboration between 
the two institutions. Forty VA facilities use a university IRB to review human subjects research, and 
three others share an IRB with an affiliated medical center. 76 If VA uses the IRB of an affiliated teaching 
institution, then at least one VA employee with scientific expertise must sit on that board in order to 
represent VA interests. Similarly, there are limits on the number of members of VA IRBs who may be 
from affiliated teaching institutions. 77 

Any research protocol involving human subjects must be reviewed and approved by the human 
studies subcommittee before final review and approval by the full R&D committee. After this institutional 
level review, those approved proposals that are requesting VA appropriated funds are submitted to the 
VACO R&D office for further review. Here a final merit review is conducted by one of 18 categorical 
merit review Boards, composed of 10 to 15 predominantly of nonfederal scientists. Research for which 
VA funding is sought may also be reviewed "off-station" by experts at other VA institutions before being 
submitted to VACO for merit review. Those research projects conducted by VA investigators and 
clinicians without the support of appropriated research funds, however, do not undergo centralized review 
for scientific merit. Approval for the conduct of these projects rests with the local institution's R&D 
committee . 78 

Once a research project has begun, the local R&D committee forwards annual reports to VACO, 
which maintains a comprehensive database on all research conducted in VA facilities, irrespective of the 
source of furtding. In addition, the minutes of all meetings of institutional R&D committees are 
submitted to VACO and reviewed by staff. If there are questions or concerns about the involvement of 
human subjects in proposed or ongoing research that expert reviewers raise, the institutional committee is 
queried further. 79 

VACO does not routinely audit IRBs, but does inspect their records and procedures if there is 
reason for concern. 80 Inspections are prompted, for example, when expert reviewers have questions about 
the safety or adequacy of human subjects protections after the local IRB has approved the research, or 
when adverse drug reactions occur, or when patients require care for adverse outcomes in the course of a 
study. In the case of large cooperative studies that include several hospitals (sometimes including 
institutions outside the VA system), VACO conducts site visits at participating VA facilities during which 
consent forms are reviewed and a sample of subjects is interviewed to verify that consent procedures have 
been followed. Data from randomized trials are closely monitored so that any statistical differences that 
emerge in treatment outcomes can be quickly detected. 81 

DEPARTMENT OF ENERGY 

DOE conducts and supports research involving human subjects that ranges from diagnostic and 
therapeutic applications in nuclear medicine to epidemiological and occupational health studies, both 
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within the department's own research facilities and elsewhere under grant and contract. DOE laboratories 
also receive funding from other federal agencies such as NIH and from private sponsors. In fiscal year 
1994, DOE supported 106 projects involving human subjects, 70 at DOE laboratories and 36 at other 
institutions. An additional 69 projects at DOE laboratories were funded by other agencies. DOE funding 
of human subjects research amounted to $46 million in this period, with an additional $10 million in 
support of projects at DOE laboratories coming from other agencies. One project alone, the Radiation 
Effects Research Foundation in Japan, received $20.4 million in DOE fiinding in fiscal year 1994. 82 

DOE Authority for the Protection of Human Subjects 

DOE has codified the Common Rule at 10 CFR Part 745. There is no DOE statutory provision 
for human subjects protection. 

Responsibility for Human Subjects Protections Within DOE 

The Office of Health and Environmental Research (OHER) within the Office of Energy Research 
is responsible for formulating human subjects research policies and for ensuring department-wide 
compliance with the Common Rule, regardless of the DOE agency or office that conducts or sponsors the 
research. 83 DOE sponsorship and funding of research involving human subjects is dispersed in many 
offices, divisions, and laboratories throughout the department. 84 

Policies and Practices in the Oversight of Human Subjects Research 

All human subjects research that is financially supported by DOE is first reviewed for scientific 
merit by specialized external peer review committees. Proposals for research involving human subjects 
then undergo in-house evaluation of merit and priority for funding. All DOE-funded research involving 
human subjects, whether intra- or extramural, must first be reviewed and approved by an IRB with a 
DOE- or OPRR-issued assurance prior to receipt of funding. Work sponsored by other public or private 
agencies is reviewed for scientific merit by the funding organization and for the adequacy of human 
subjects protections by the IRB of the DOE facility in which it will be performed. 85 

The national laboratories operated by DOE account for about 90 percent of DOE's intramural 
human subjects research. Each laboratory has an IRB to review all research proposals involving human 
subjects. Two laboratories, Pacific Northwest and Los Alamos, have MPAs with DOE; most of the others 
have MPAs with OPRR. A few conduct only a small number of studies involving human subjects each 
year and must apply for a single project assurance from DOE. 86 DOE plans to renegotiate the MPAs that 
it awards to its own laboratories every three to five years. 87 

In February 1994, DOE charged its externally constituted Health and Environmental Research 
Advisory Committee (HERAC) with the task of reviewing departmental practices with respect to research 
involving human subjects under the Common Rule. This evaluation, conducted by a HERAC 
subcommittee composed of physicians, ethicists, and research scientists, addressed policies and 
performance both at the research institution and departmental levels. The report of the subcommittee. 
Protection of Human Research Subjects , was transmitted to DOE on May 27,1994. 88 

In the course of their evaluation, the HERAC subcommittee conducted site visits to eight DOE 
laboratories and research facilities. 89 This set of site visits constituted the first routine on-site audits of 
these institutions' IRBs and human subjects protection activities. DOE has preliminary plans to conduct 
similar reviews of IRB activities at all DOE research installations over a three-year period and to continue 
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such compliance reviews by "process improvement teams" (consisting of the person responsible for 
human subjects protections at DOE, a physician or research scientist, an ethicist, and a member of the 
field office or procurements staff) at all facilities on a three-year cycle thereafter. 90 At the present time, 
DOE investigates IRB activities only in response to reports of noncompliance or adverse outcomes. 91 

The HERAC subcommittee reported the following findings and made related recommendations 
for IRB and departmental reforms: 

• A written delegation of authority from the director of the research lab or facility to the 
IRB, sufficient to allow the IRB to perform its duties, was frequently missing. The 
subcommittee recommended that IRBs have formal, documented delegation so that they 
can readily investigate problems and suspend or terminate approval of a protocol if such 
an action is contended. 

• IRB membership requirements sometimes were not met. The subcommittee recommended 
that IRBs review their membership for adequate representativeness. 

• Continuing (annual) review of ongoing research often received inappropriate emphasis, 
sometimes too involved and other times too superficial. The subcommittee recommended 
that IRBs should ensure full and substantive review of protocol renewals and document 
these reviews carefully. 

• Consent forms often contained little or no substantive information about the nature of the 
research and the risks involved. The subcommittee recommended that all information 
conveyed in the consent process be in writing and in language understandable by subjects. 

• Minutes of IRB meetings were often superficial and failed to note the items of information 
required by the Common Rule. Evidence of communications between IRBs and 
investigators about proposals under consideration was often absent. The subcommittee 
recommended that IRBs follow regulatory requirements on these various kinds of 
documentation scrupulously. 

• The subcommittee recommended that DOE conduct regular audits of IRB performance in 
DOE facilities, including random sampling of patient records and signed consent forms, 
analogous to audits performed by FDA. It further recommended that the DOE research 
facilities be required to submit to DOE headquarters a copy of all FDA reports of IRB 
audits. 

• The subcommittee recommended that research in DOE facilities that is supported by 
outside sources be reviewed by DOE for its compatibility with the department's mission. 
(This review would not take place as part of human subjects protection activities.) 

• Finally, the subcommittee recommended that, in the case of the Lawrence Berkeley 
Laboratory, the relationship between the laboratory's small.review panel and the IRB of 
the University of California at Berkeley be revised. The laboratory's panel had been 
screening proposals before submitting them to that IRB. 92 

DOE has accepted all of the above recommendations. 93 

NATIONAL AERONAUTICS AND SPACE ADMINISTRATION 

NASA conducts ground-based and in-flight biomedical research involving human subjects related 
to space life. Management and oversight of human subject research within NASA lies with the Division 
of Life and Biomedical Sciences and Applications. Human subjects research conducted or supported by 
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NASA is divided roughly equally between intramural centers and extramural research institutions and 
universities.- The three NASA field centers that in recent years have conducted research involving human 
subjects are the Ames Research Center, the Johnson Space Center, and the Kennedy Space Center. 

Johnson Space Center, as the lead human research center because of its program of manned space flights, 
has by far the greatest involvement with human subjects research. Kennedy Space Center stopped 
conducting research involving human subjects several years ago, when NASA consolidated its various 
research functions. 94 

NASA Authority for the Protection of Human Subjects 

In 1986, NASA revised its 1972 policy governing the use of human subjects in research to 
conform with what was then the proposed model federal policy for the protection of research subjects 
(NASA Management Instruction [NMI] 7100.8A). The NMI applies to NASA headquarters and field 
installations and all extramural research in which NASA is involved to any degree. 95 The Common Rule 
is codified by NASA at 14 CFR Part 1230. The NMI is now under revision to bring it up to date with the 
1991 regulation, and NASA expects to publish it by fall 1995. 96 NASA has convened an external 
Bioethics Task Force to review and provide recommendations on the content of the draft NMI, and to 
strengthen NASA's human subjects protections practices overall. 97 

Responsibility for Human Subjects Protections Within NASA 

All human research conducted aboard NASA spacecraft, including pre-, in-, and post-flight 
studies, must be reviewed by the Johnson Space Center IRB, known as the Human Research' Policy and 
Procedures Committee (HRPPC). Each center's IRB reviews not only the research conducted at or by that 
center, but also extramural human research that involves NASA participation. 98 Most extramural 
proposals are submitted by large research institutions that have negotiated MPAs with OPRR. These 
assurances cover many human research activities and are in effect for five years. Once an extramural 
proposal has been approved by the institution’s IRB, it is sent to NASA headquarters for external peer 
review for scientific merit, administered by the American Institutes of Biological Sciences (AIBS), 
Information Dynamics, Inc. (IDI), NIH, or a similar disinterested peer group. Should the proposal deal 
with human space research, it must also be reviewed by the Johnson Space Center IRB. In essence, all 
human research proposals submitted to NASA must undergo external peer review for scientific merit; 
internal review by the IRB of the proposing institution; and, if destined for flight or NASA participation, 
IRB review of the relevant NASA field center. 99 

Policies and Practices in the Oversight of Human Subjects Research 

Biomedical studies conducted in space undergo this rigorous review process because of special 
risks and the subjects’ involvement in a mission, with an obvious tension existing between voluntary 
participation in human subjects research and job performance in manned space flight. The Johnson Space 
Center HRPPC reviews two types of protocols for a given space-based study. A "master protocol" 
consists of a detailed description of all aspects of the study; itis the first document submitted to the 
HRPPC for approval. The "training protocol" consists of a detailed description of the training activities to 
be conducted prior to a specific space flight, including objectives, a daily schedule of the training 
procedures, and equipment to be used. The HRPPC must approve both the master protocol and the 
training protocol at least six weeks before a training tour begins. In addition, Johnson Space Center's 
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HRPPC reviews all proposals for research involving human subjects to be conducted in space. 100 

NASA ethics policies of the late 1960's and early 1970s did not treat work-related evaluative 
procedures or tests as research, and thus did not deem human subjects protection rules to apply to such 
procedures. NASA's reasoning follows: 

Involving as a human subject a specially trained adult who knowingly 

follows a specialized calling or occupation generally recognized as 

hazardous, and for whom the test, experiment or evaluative procedure 
forms an integral part of his calling or occupational performance. For 
example, a test, experiment or evaluative procedure concerning air or space 
flight and involving a test pilot or astronaut ordinarily would fall within 
this exception. However, if a test pilot or astronaut is asked to serve as a 
human subject in an experiment requiring, for example, cardiac 
catheterization, the human research could not reasonably be considered as 
within the scope of his specialized calling or occupation. 101 

No such explicit exception for work-related procedures or interventions exists in the current NASA 
policy. "Minimal risk" does, however, have a contextual meaning in the definition of the currently 
effective NASA management instruction: 

"Minimal risk" means that the harm or discomfort anticipated in the 
proposed research is not greater, considering probability and magnitude, 
than that encountered in the daily lives of healthy individuals, including the 
recognized risks inherent in a chosen occupation, such as space flight and 
ground support. 102 

This definition is intended to recognize the inherently risky context within which astronauts participate in 
experiments. It is not intended to allow for increments in risk of the magnitude of the risk of space flight 
itself. 

This definition is also used in the revised NMI now in draft form. 103 The draft NMI takes into 
account the special circumstances under which space flight personnel are engaged as research subjects by 
requiring detailed protocols well in advance of in-flight studies so that the carefully considered informed 
consent of the participants can be gained ahead of time. It also makes provision for flight personnel to 
decline to participate in a proposed study under some circumstances that will not prejudice management 
decisions about the subject's participation in the flight. Consistent with the requirement of the Common 
Rule, space flight personnel may withdraw from an experiment at any time. 104 

CENTRAL INTELLIGENCE AGENCY 

CIA supports or conducts a small number of research studies involving human subjects each 

CIA Authority for the Protection of Human Subjects 

Executive Order 12333, § 2.10, issued December 4, 1981, directs CIA to follow DHHS 
guidelines in the conduct or sponsorship of any research involving human subjects. CIA Headquarters 
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Regulation 7-la (6) (c) further specifies that the requirements for approval of human subjects research by 
CIA's Human Subject Research Panel (HSRP) are those codified at 45 CFR Part 46, the DHHS 
codification of the Common Rule plus subparts B, C, and D, which provide additional protections to 
special populations. 106 

Responsibility for Human Subjects Protections Within CIA 

The director of central intelligence must personally approve all research involving human 
subjects. 107 HSRP is responsible for reviewing and certifying to the director that the research proposal is 
in conformance with the DHHS rules. For extramural research, HSRP acts as an oversight body for the 
local IRB. For intramural research, HSRP acts as the IRB for CIA. Currently, HSRP is composed of CIA 
employees only: the chair is a senior physician with the Office of Medical Services, and other members 
are representatives from the Directorates of Operations, Intelligence, and Science and Technology. A 
nonvoting representative of the Office of the General Counsel must attend all HSRP meetings to provide 
legal advice. According to the CIA regulation, HSRP may include outside experts and consultants. 108 

Policies and Practices in the Oversight of Human Subjects Research 

Proposals for research may originate with any operational unit but are usually coordinated by the 
Office of Research and Development. A submission to HSRP consists of a description of the research 
proposal, a statement of work, a letter of assurance from an IRB that the research proposed is in 
compliance with the institution's policy and with federal and state laws (if the proposed research is 
extramural), and a copy of the consent form. HSRP meets to review the proposal and the consent form. 
The agency officer coordinating the research application attends the meeting, describes the proposal, and 
provides information on the purpose, mechanics, and risks and benefits of the study. This officer conveys 
HSRP questions, comments and recommendations to the researcher proposing to conduct the study. 

HSRP must unanimously agree that the informed consent process for a project is completely adequate in 
order to approve the project. 109 

The CIA contracting technical representative (not necessarily the person who serves as liaison 
between HSRP and the investigator during the initial proposal review) is responsible for monitoring the 
progress of the research. This representative is responsible for reporting any adverse effects of the 
research to the Office of Medical Services and the Office of General Counsel. 110 CIA reports that all 
CIA-funded research since HSRP was formed in 1982 has conformed to the requirements of the DHHS 
regulations. 111 Furthermore, the Office of Inspector General (OIG) inspections staff recently conducted 
an investigation of CIA human subjects research conducted between 1988 and 1993 and determined that 
all such research was conducted in adherence to federal regulations. 112 

HUMAN SUBJECTS RESEARCH AND PROTECTION AT TEN ADDITIONAL 
DEPARTMENTS AND AGENCIES 

The Advisory Committee requested information from ten additional federal departments and 
agencies that sponsor and/or conduct research involving human subjects and that are subject to the 
Common Rule. Table 1 displays summary information: 

• department-specific statutes governing human subjects research; 

• estimates of current spending on such research; 
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how the department is involved in human subjects research (which subagencies, intra- or 
extramurally); 

resources devoted to human subjects protection activities; 
research oversight and compliance practices; 
involvement in classified research; 113 and 

the existence of additional provisions for the protection of special populations. 



TABLE 1. HUMAN SUBJECTS RESEARCH & PROTECTION ACTIVITIES IN 





Specific statutory \\ Annual spending on Locus of human II Staff resources devoted II Nature of research Conduct of classified I Additional provisions 

authorityfor H human subjects II subjects research \\ to human subjects II oversight and II research ||/or 



time of agency staff spent as IRB members or staff, and the minimal efforts of grant and contracts personnel who track 1RB approval status on research 
applications. Full-time equivalent (FTE) effort may represent the cumulative efforts of several persons who spend part of their time on oversight of 
human subjects experiments. 
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4 

Research Proposal Review Project 


The purpose of the Research Proposal Review Prpject (RPRP) was to evaluate the extent to which 
the rights and interests of current subjects of research conducted or supported by the federal government 
appeared to be adequately protected, and to compare the subject protections provided afforded participants 
in radiation research with those in non-radiation research. In order to perform its review, the Advisory 
Committee collected grant applications and other relevant information (such as IRB applications) from five 
federal agencies and 47 grantee institutions. These proposals were categorized according to the use of 
ionizing radiation, biomedical category, type of disease studied, federal agency, and funding type 
(intramural or extramural). 

Proposal materials were reviewed by a subset of Committee members and staff, including persons 
with technical radiation risk expertise, medical expertise, and knowledge of the appropriate standards for 
informed consent and selection of human subjects. The proposal materials were evaluated in order to 
determine whether risks and benefits, informed consent procedures, and the selection of subjects appeared to 
be appropriate. In addition, reviewers analyzed the documentation provided in order to discern whether 
research proposals and other materials available to IRBs provided sufficient information to make 
judgements about the protection of human subjects. 

The findings and conclusions of the RPRP are summarized in chapter 15 of the final report. This 

chapter provides more detailed information on one aspect of the RPRP—an exploration of whether there was 
any apparent relationship between biomedical categories, medical condition studied, or type of funding 
(intramural or extramural) and the extent to which the documents suggested the interests of human subjects 
were being protected. Reviewers' overall impressions of the extent to which these interests appeared to be 
protected were summarized on a 1 to 5 scale, where 1 was taken to indicate no ethical concerns and 5 was 
taken to indicate serious ethical concerns. 

Biomedical Categories 

The documents reviewed by the Advisory Committee came from four kinds of research projects: 
diagnostic studies; therapeutic studies; tracer or biodistribution studies; and epidemiological or opportunistic 
studies. As expected, a higher proportion of studies whose documents raised concerns were found among 
therapeutic studies, almost all of which (41 out of 43) were rated as involving more than minimal risk. 
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Proposals whose documents received ratings of 4 or 5 were found among all biomedical categories 
except for those classified as epidemiological or opportunistic. Most of the concerns, however, were found 
in tracer/biodistribution and therapeutic categories. Of the 28 tracer/biodistribution studies, 4 had 
documents that received ratings of 4 or 5, while 8 received ratings of 3. Of the 44 therapeutic studies, 11 
received a rating of 4 or 5, and 6 received a rating of 3. That a higher proportion of studies in these 
categories had documents that received ratings of 4 or 5 may be attributed to the fact that all but two of 
these studies exposed subjects to more than minimal risks. Figure 1 shows the breakdown of overall ratings 
for each biomedical category. 

Medical Condition Studied 

Studies were also classified into one of three main categories of medical research: "cancer," 
"cardiology," and "neither cancer nor cardiology." Reviewers found, however, that 31 percent (20/64) of the 
proposals in the "neither" category were actually examples of neuroscience research. As shown in Figure 2, 
the 17 proposals whose documents received overall ratings of 4 or 5 came primarily from the categories of 
cancer and neuroscience research. Both the cancer and the neuroscience studies were more likely than 
studies in cardiology or other areas of research to appear to place subjects at greater than minimal risk. 

Cancer research was disproportionately represented (13/18) in proposals whose documents received 
overall scores of 4 or 5, as compared with their representation in the overall sample (45/125). Notably, 
almost all of the cancer projects we reviewed (43/45) involved greater than minimal risk. Of the 43 cancer 
studies involving greater than minimal risk, 13 received ratings of 4 or 5, while 6 received ratings of 3. 

Twenty of the proposals in the total sample were considered neuroscience studies. From this group, 
4 studies received a rating of 4 or 5, and 4 studies received a 3; all 8 of these studies involved greater than 
minimal risk. 

Funding Type (Intramural vs. Extramural) 

As shown in figure 3, of the 78 intramural projects reviewed in the total sample, 12 received ratings 
of 4 or 5, and 16 were rated as 3. Of the 47 extramural projects reviewed, 6 received ratings of 4 or 5, and 
6 were rated as 3. The proportion of greater than minimal risk studies was identical in both extramural and 
intramural proposals. 
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Exhibit A-RPRP Proposal Review Form 
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5 

Subject Interview Study 


This chapter provides supplemental materials and data relating to Part III, chapter 16 of the final 
report, the Subject Interview Study (SIS). The first part of the chapter provides a description of the 
detailed methodology of the Brief Survey and materials related to it, including the interview instrument, 
the generic consent form, and relevant research forms. The second part provides a description of the 
detailed methodology of the In-Depth Interview and materials related to it, including the interview guide 
instrument, the generic consent form, coding manual, and data entry manual. The third part provides a 
listing of individuals besides members of the Advisory Committee and staff who contributed to this 
project, including local investigators who served as liaisons at each institution; project consultants who 
reviewed drafts of the instrument and the SIS chapter; and expert panelists who helped to determine the 
level of risk associated with research projects in which respondents were enrolled. Exhibits at the end of 
the chapter reproduce the actual forms that were used in the SIS. 

This study was approved by the Office of Management and Budget (Control number: 1910-0071) 
and by the Institutional Review Boards (IRBs) at each of the 16 institutions at which interviews were 
conducted and the 2 institutions at which focus groups and pilot testing were conducted. 

BRIEF SURVEY 

Detailed Methodology 

Instrument Development and Pilot Testing 

Once the Advisory Committee had identified the general areas to be covered in the SIS, staff and 
consultants developed a preliminary study design and sample questions for the Brief Survey. These were 
tested in a series of focus groups at two institutions that were not otherwise part of the SIS sample (the 
University of North Carolina at Chapel Hill and Georgetown University). Staff at Research Triangle 
Institute (RTI), a non-profit research company hired to assist with the SIS, drafted a formal survey 
instrument. The Advisory Committee, staff, and consultants revised the instrument, which was pilot 
tested at the same two institutions and further refined based on these pilot data. The Brief Survey 
instrument consisted predominantely of closed-ended items and was designed to take 5 to 10 minutes to 
complete. Exhibits A and B at the end of this chapter are reproductions of the final survey instrument in 
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English and Spanish. 

Interviewers 

Interviewers hired by RTI participated in a two-day training session during which they observed 
and practiced conducting interviews, received training in interview techniques 1 , met with site 
coordinators, and reviewed methods of oversight and quality assurance. Interviewers who could not 
attend this session were trained by the site coordinators, who also provided updates and further training to 
all interviewers prior to beginning interviews. 

Sample Selection 

Advisory Committee staff and consultants set a target of 50 interviews for each clinic at each 
institution. Site coordinators visited the institution the week prior to data collection to get a sense of the 
number and demographic characteristics of patients who might be seen in relevant clinics over the course 
of a week. Site coordinators then developed a systematic method for approaching patients in a manner 
that reflected the demographics of each particular clinic. Interviewers were instructed in this sampling 
method, and a Patient Register was kept in each clinic to record all acceptances and refusals of 
participation in the SIS (see Exhibit C). 

Clinic Procedures 

Patients willing to participate in the Brief Survey completed a written informed consent process. 
Each institution was provided with a generic consent form that it could modify to satisfy institutional 
requirements. Exhibit D reproduces the language from this generic form. Following the Brief Survey, 
patients who reported that they were or had been research participants and who were willing to be 
contacted for an In-Depth Interview completed a Contact Sheet (Exhibit E). An Incentive Receipt 
(Exhibit F) was completed for each patient who completed the Brief Survey. 

Data Collection and Processing 

Detailed descriptions of data handling are provided in RTI's final work plan available with the 
federal records of the Advisory Committee. Briefly, each patient was assigned a unique identification 
number that was used on all project-related forms. Brief Surveys were recorded on multipage, no carbon 
required forms so that site coordinators could retain a copy until the originals were received and reviewed 
for completeness at RTI, at which time the copies were forwarded. Data were double-keyed and entered 
by RTI, which prepared initial frequencies and descriptive statistics and then forwarded the data to the 
Advisory Committee in electronic format for further analysis. 

Quality Assurance 

On-Site Observations 

To ensure that SIS Brief Surveys were conducted in an appropriate and professional manner, 
Advisory Committee staff visited several institutions to observe the survey administration process. Staff 
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was trained to focus on the following: 

• The clinic atmosphere; 

• Clarity of the explanation of the Brief Survey to potential participants; 

• Manner in which patients were recruited to participate; 

• Process of obtaining informed consent; 

• Privacy of the interviewing process; and 

• Relationship among the RTI interviewers, the clinic staff, and the clinic patients. 

Advisory Committee staff observed interviews at seven institutions in four cities: 

• Ann Arbor (Ann Arbor Veterans Affairs Medical Center and St. Joseph's Hospital); 

• Dallas/San Antonio (Dallas Veterans Affairs Medical Center and Wilford Hall Air Force Medical 
Center); 

• Durham/Raleigh (Durham Veterans Affairs Medical Center); and 

• Seattle/Tacoma (Madigan Army Medical Center and Swedish Hospital). 

Advisory Committee staff generally found that the interviews were conducted well. In a few 
instances, staff were able to identify ways to improve the process, and these ideas were communicated to 
RTI. 


Phone Surveys 

Advisory Committee staff also conducted "quality control" phone calls to a random sample of 
patients who participated in the Brief Survey and agreed to be contacted again for the In-Depth Interview. 
At least 10 such patients from each geographic site were contacted by phone for a short interview 
(roughly 3-5 minutes long) about their experiences with the Brief Survey. The patients were asked how 
they were recruited to participate in the survey, how the survey was explained, how satisfied they were 
with this explanation, how comfortable they felt with their interviewer, whether they received $5 for 
participating in the survey, and whether they had any suggestions on ways to improve administration of 
the survey (see Exhibit G). 

The results of the phone interviews were very positive. Of over 50 patients contacted, all 
reported that their general experience with the survey was good. After a few commented that the Brief 
Survey took a little longer than they expected, Advisory Committee staff asked RTI to include a more 
realistic time projection when explaining the Brief Survey to potential participants. 

Determination and Verification of Research Participation 

A research nurse on the Advisory Committee staff met with each site coordinator to develop an 

institution-specific method for determining whether there was any evidence that a patient who completed 
the Brief Survey was a research participant. The sources of data checked at institutions included medical 
and research records, a hospital computer, a research computer, research office records, and investigators' 
records. Site coordinators were trained to perform this procedure and record it on the Hospital/Clinic 
Records Data sheets (see Exhibit H). 
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It became apparent that in some cases there were discrepancies between patients' reports about 
being research participants and the information obtained from institutional records by trained abstractors. 
When these discrepancies emerged, health professionals on the Advisory Committee staff (a physician 
and a research nurse) visited each institution to review records in order to try to resolve these 
discrepancies (see Exhibit I). 

Assessment of Risk 

As described in chapter 16 of the final report, Advisory Committee staff requested copies of a 
blank consent form for each of the research projects in which patients who completed the Brief Survey 
were enrolled. A panel of experts was then convened to characterize each of the consent forms received 

using the form reproduced in Exhibit J at the end of this chapter. 

Field Data Collection Response Rates 

Table 1 includes the response rates for the Brief Survey according to city. That is, the number of 
hospitals and clinics in each city, the number of surveys actually completed, and the estimated response 
rates. See chapter 16 in the final report for additional explanation. 


Table 1-SIS Brief Survey Interview Response Rates 2 


City 

Number of 
Hospitals 

Number of 

Clinics 

Number of 
Questionnaires 

Response Rate 
(percent) 

Ann Arbor 

3 

9 

288 

97.4 

Baltimore- 

Washington 

5 

14 

539 

99.1 

Dallas-San 

Antonio 

3 

9 

442 

99.8 

Durham-Raleigh 

3 

8 

402 

97.1 

Seattle-Tacoma 

2 

5 

211 

72.6 

TOTAL 

16 

45 

1882 

94.7 


Description of Brief Survey Data Analysis 

RTI double-entered the data and produced univariate and some bivariate tabulations using SAS 
statistical software. Advisory Committee staff ran logistic regression models using the Egret statistical 
software package. All further analyses were performed using JMP software (SAS Institute) on an Apple 
Macintosh Quadra 700 computer. 

Most analyses consisted of univariate summaries or bivariate cross-tabulations. Logistic 
regression results are reported not as odds ratios, but as "elasticities"~that is, the absolute change in the 
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baseline percentages that were associated with a unit change in the reported risk factor. These were 
obtained by multiplying the baseline odds by a risk factor's odds ratio, and then converting all odds to 
absolute risks. This style of reporting was used in order to make the results interpretable to readers not 
familiar with logistic regression and odds ratios. 

Figure 1 illustrates the numbers for each stage of the process of analyzing research participation. 
As part of the Brief Survey, patients were asked whether they thought they had ever been involved in 
medical research. RTI personnel conducted a preliminary review to find evidence of research 
participation. Advisory Committee staff conducted a second, more detailed review of "discordant" 
respondents (i.e., those where self-reported involvement and medical records differed). The corrected 
totals shown in the figure reflect the revision, after the Advisory Committee staff review. 


Figure 1—Analysis of Discordance 
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IN-DEPTH INTERVIEW 
Detailed Methodology 

Instrument Development and Pilot Testing 

The instrument used in the In-Depth Interview was a semistructured "topic guide" that addressed 
the four SIS domains: general beliefs and attitudes about research; personal experiences with and 
understanding of research; reasons for participating; and voluntariness of participation. Drawing on 
findings from the literature, a draft instrument guide was developed and refined, based on findings from 
focus groups conducted at the University of North Carolina at Chapel Hill and Georgetown University 
and on later pilot testing at the same institutions. Exhibit K at the end of the chapter reproduces this 
instrument, the In-Depth Interview Guide, in its final form. 

Interviewers 

Interviewers participated in a one-day training session consisting of an overview of the study 
domains; a review of techniques of semistructured, qualitative interviewing; a demonstration interview; 
an introduction to the coding process; and a review of field procedures and record keeping. As a follow¬ 
up to the training, interviewers conducted supervised, role-playing interviews. There were 13 
interviewers, including one who spoke Spanish. SIS staff also provided feedback to these interviewers 
regarding technique and use of the interview guide based on transcripts of the initial transcripts. 

Sample Selection 

A sample size of 100 respondents was the target for the In-Depth Interview component of the 
SIS. Patients were eligible for the In-Depth Interview if (1) during the Brief Survey, they reported that 
they currently or formerly had been in biomedical research, and (2) if they consented to be contacted for a 
longer, follow-up interview. Interviewers for the Brief Survey completed a Contact Sheet for all eligible 
respondents, including basic demographic information, whether the respondent reported being a current 
vs. former research participant, and contact information (see Exhibit E). 

Eveiy effort was made to select a balanced sample of participants in terms of demographic 
characteristics, geographic areas, and institutions. Individuals who reported current involvement in 
research generally received priority for recruitment, although this preference was waived in instances in 

which the inclusion of a former research participant provided a better sociodemographic balance to the 
overall sample. At some clinics, no or few patients interviewed in the Brief Survey reported current 
research participation. In these instances, former research participants were designated as the candidate 
respondents. 

Data Collection and Processing 

As soon as Contact Sheets were received by site coordinators, a pool of priority candidate 
respondents was selected for each geographic area and institution. The interviewer assigned to each 
location received Contact Sheets of potential participants and scheduled six to ten interviews from the list 
prior to departing for his or her assignment. Interviewers arranged for the interview to occur at a place 
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convenient for the respondent, including clinic waiting rooms, treatment rooms, and respondents' homes. 
All interviews in Ann Arbor, Seattle, Dallas/San Antonio were completed over the course of a week-long 
visit to each of the cities. Interviews in Durham/Raleigh and Baltimore/Washington were completed by 
local interviewers over the entire data collection period, which spanned approximately one month. 

Before the actual interview began, interviewers obtained respondents' written consent to 
participate. As for the Brief Survey, each institution was provided with a generic consent form which it 
could adopt to meet institutional requirements. The generic form is found in Exhibit L. All interviews 
were tape-recorded, but interviewers often also took notes to assist them in conducting a thorough 
interview. At the end of the interview, respondents were compensated $25 for their time. Although a 
Spanish-speaking interviewer was available, all respondents spoke English and all interviews were 
conducted in English. Upon completion of the interviews, interviewers completed an Interviewer 
Comments Form and an Interviewer Analysis Form noting preliminary coding and analysis issues, 
logistical considerations, and suggestions (see Exhibits M and N). Interviewers either express-mailed or 
hand-delivered completed audiotapes and forms to the central data processing location for transcription. 
Completed transcripts were double-spaced and formatted for coding. Tapes and transcripts were labelled 
only with participants' identification numbers and never with their names. Transcripts were checked for 
quality and completeness. 

A total of 103 In-Depth Interviews were completed and recorded, representing 14 of the 16 
institutions included in the SIS sample. (Because of time constraints, no interviews were conducted at the 
University of Michigan Medical Center and the Baltimore VA Medical Center.) The final sample eligible 
for analysis totalled 99 interviews. Four interviews were excluded: one audio tape was of such poor 
quality that it could not be transcribed, and three respondents stated clearly during the interview that they 
had never participated in research. 

In-Depth Interview Response Rates 

Table 2 presents the number of potential candidates who were actually contacted, and 
finally interviewed, as part of the SIS In-Depth Interview. 


Table 2—SIS In-Depth Interview Response Rates 


City 

Number of 
Candidates 
Contacted 

Number of 
Interviews 

Net Response Rate 
(percent) 

Ann Arbor 

15 

11 

73.3 

Baltimore-Washington 

40 

29 

72.5 

Dallas-San Antonio 

30 

19 

63.3 

Durham-Raleigh 

41 

25 

61.0 

Seattle-Tacoma 

19 

19 

_100.0_ 

TOTAL 

145 

103 

71.0 
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Description of In-Depth Interview Data Analysis 

Interview transcripts underwent two levels of analysis: analysis of content (including the 
development of codes and the reading of interviews in their entirety), and analysis of the beliefs about 
research participation. 

Interview Coding and Analysis 

Based on a reading of the pilot interview transcripts, the coding team developed a preliminary set 
of codes-that is, themes or topic areas that recurred throughout the interviews. This set of codes 
subsequently was expanded to include (1) the four original analytic domains of the SIS; (2) additional 
topics of interest to the Advisory Committee; and (3) further issues and concepts significant to 
respondents themselves, as identified in the transcripts. A total of 12 broad codes comprised the final set 
of codes (see Exhibit O). 

Of the 13 total interviewers, six also served as coders for the In-Depth Interviews (that is, 
highlighted and labeled portions of interview transcripts that corresponded to one of the 12 analysis 
codes). All coders received 1.5 days of training, including a briefing on the meaning of the individual 
codes, an exercise to practice coding, and an overview of the mechanics of the coding process. To ensure 
reliability between coders, each member of the coding team coded two transcripts individually and then 
met to compare their coding decisions. After training, coders received randomly assigned transcripts for 
coding, and selected transcripts were reviewed to evaluate coding efforts and provide further guidance to 
the coders. 

After coding and review, coded text segments were entered in an ASCII file using TALLY 
qualitative analysis software and data entry was reviewed for accuracy (see Exhibit P). It was originally 
thought that analysis would consist of the evaluation of text segments associated with each of the 12 
codes, as generated by TALLY qualitative analysis software. However, upon reading through the initial 
set of text excerpts, the reviewers agreed that reading transcripts in their entirety, with the 12 codes in 
mind, would provide a more thorough sense of the context in which remarks were made. 

Review of AH Transcripts 

The 99 transcripts available for analysis were sorted into two groups: those whose self-reported 
research participation was verified by medical and research records review, and those whose self-reported 
participation was not verified by records review. For the latter group, respondents were considered to be 
"verified" or "accurate" if they (1) demonstrated reasonable knowledge of the design and purpose of a 
particular project; (2) identified and reasonably described research at a different institution from the one 
in which they were recruited for the SIS; or (3) described convincing research experiences from the 
distant past. A total of 90 research participants were verified, while "discordant" cases numbered 9. 

Three persons comprised the analysis team, two of whom had also been interviewers. To 
preserve a sense of the data set as a whole, one member of the analysis team read all 99 transcribed 
interviews eligible for analysis. To complement this broad knowledge of the database, the person who 
had read all of the interviews and two other analysis team members each read and served as primary 
reviewer for one-third of the transcripts. Having each member of the analysis team read transcripts 
provided additional context for the later analysis of specific excerpts of coded text. This analysis team 
conferred twice to discuss its findings with respect to the 12 codes, as well as overall impressions and 
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potential policy implications. Their review agenda included the following questions: 

• What issues and experiences were most salient to respondents? 

• What was the relative frequency with which particular remarks, experiences, or beliefs occurred? 

• What discrepancies or concordances did the three reviewers find in their own reading of the 
transcripts? 

• What conclusions could be drawn about each of the 12 analysis codes (topic areas)? 

ADDITIONAL AFFILIATED PROFESSIONAL INVOLVEMENT 


List of Institutional Investigators 

The following individuals served as local investigators at institutions selected for the SIS: 


Institution 

Ann Arbor Veterans Affairs Medical Center 
Baltimore Veterans Affairs Medical Center 
Baylor University Medical Center* 

Clinical Center of the National Institutes of Health 
Dallas Veterans Affairs Medical Center 
Duke University Medical Center 
Durham Veterans Affairs Medical Center 
Greater Baltimore Medical Center 
Madigan Army Medical Center 
Parkland Memorial Hospital and University of Texas 
Southwestern Medical Center at Dallas 
Rex Hospital 

Seattle Veterans Affairs Medical Center* 

St. Joseph's Hospital 

Swedish Hospital 

The Johns Hopkins Hospital 

University of Washington Health Sciences Center* 

University of Michigan Medical Center 

Walter Reed Army Medical Center 

Wilford Hall Air Force Medical Center 

* Interviews were not conducted at these institutions. 


Local Investigator 
Roger Grekin, M.D. 

Sandra Marshall, M.D. 

Cara East, M.D. 

Nancy Kass, Sc.D. 3 
Khalad Alekhteyar, M.D. 
Eric Winer, M.D. 

Kenneth Morris, M.D. 

Gary I. Cohen, M.D. 

LTC Kenneth Bertram, M.D. 

Eli Glatstein, M.D. 

William Berry, M.D. 
Anthony Back, M.D. 

Phillip Stella, M.D. 

Saul E. Rivkin, M.D. 

John H. Fetting, M.D. 
Thomas Griffin, M.D. 

Susan Dorr Goold, M.D. 

Col Robert Mays, M.S. 

Col Ernest H. Oertli, D.V.M. 


Project Consultants 

In designing the SIS, Advisory Committee members and staff met with specialists in medical 
oncology, radiation oncology, and cardiology at major research institutions across the country (Harvard 
University, Johns Hopkins University, Seattle VA Medical Center, University of California at San 
Francisco, University of Washington, and Washington University). Information from these meetings 
helped to identify relevant domains for investigation and shaped the structure of the SIS. 
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Four consultants were also engaged to comment on (1) RTI’s Work Plan, (2) the survey 
instruments and the analytic plan, and (3) a draft of the chapter 16 of the Advisory Committee’s final 
report. These individuals are listed below: 


Bradford Gray, Ph.D. 
Yale University 


Charles Lidz, Ph.D. 
University of Pittsburgh 


Betty Levin, Ph.D. 
Brooklyn College 


Bernard Lo, M.D. 

University of California at San Francisco 


Expert Panel to Characterize Research Projects 

Finally, the following individuals served as members of an expert panel to characterize the research 
projects that were included in the SIS sample: 


Nancy L. Bartlett, M.D. 

Assistant Professor of Medicine 
Barnard Cancer Center 
Washington University Medical Center 

Peter Glassman, M.D. 

Staff Physician 

Dept, of General Internal Medicine 
Los Angeles VA Medical Center 

Perry Grigsby, M.D. 

Professor of Radiation Oncology 

Washington University Medical Center 

Steve Larsen, M.D. 

Chief of Nuclear Medicine 
Memorial Sloan Kettering Hospital 


Gail Povar, M.D. 

Clinical Professor of Medicine and Health Care 
Sciences 

George Washington University 

Richard Stein, M.D. 

Chief of Cardiology 

Health Science Center 

State University of New York at Brooklyn 

Jeremy Sugarman, M.D., M.P.H., M.A. 

Senior Policy and Research Analyst 

Advisory Committee on Human Radiation 
Experiments 

Robert K. Zeman, M.D. 

Professor and Clinical Director of Diagnostic 
Radiology 

Georgetown University Medical Center 
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ENDNOTES 


1. A variety of materials were used in this training session conducted by RTI. See: Center for Survey Research, 
Field Interviewers General Manual. Research Triangle Institute, Research Triangle Park, NC: 1993. 

2. Response rate calculations were based on the first 1845 questionnaires obtained. 

3. Dr. Kass, a member of the Advisory Committee staff, served as principal investigator for the Clinical Center. 
Local support was provided by Laura Lee, R.N., as well as Greg Curt, M.D. (National Cancer Institute) and Harry 
Keiser, M.D. (National Heart, Lung, and Blood Institute). 
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EXHIBITS 


Brief Survey: 

A. , Instrument (English) 

B. Instrument (Spanish) 

C. Patient Register 

D. Generic Consent Form (Brief Survey) 

E. Contact Sheet 

F. Incentive Receipt 

G. Quality Assurance Interview 

H. , Hospital/Glinics Records Data 

I. Analysis of Discordant Responses 

J. Characterization Data Sheet 


In-Depth Interview: . 

• K. In-Depth Interview Guide 

L. Generic Consent Form (In-Depth Interview) 

M. Interviewer Comment Form 

N. Interviewer Analysis Form 

O. Coding Form 

P. Data-Entry Manual 



EXHIBIT A 


SUBJECT INTERVIEW STUDY 
(Project #6106) 


BRIEF SURVEY 


For 

The Advisory Committee on Human 
Radiation Experiments (ACHRE) 


By 

Research Triangle Institute (RTI) 
Research Triangle Park, NC 27709 


Date: / / 95 

Mon Day Yr. 


Time: 


AM PM 


ID# LABEL 


Interviewer Name: 


Cl 
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SECTION A. ATTITUDES TOWARD MEDICAL RESEARCH 


As you might recall, in this interview we are interested in your attitudes about, and 
experiences with, research involving human participants . By this we mean medical research 
done by doctors and other medical scientists in which people, not animals, are the participants 
or research subjects. 

Al. First, I’d like to start by asking you several questions to find out your opinions about 
medical research involving people, conducted in the U.S. today. We are looking for 
your opinions. There are no right or wrong answers here — we’re just looking for 
your opinion. 

SHOWCARD A 

Ala. If you were to describe your general attitude towards medical research 

involving people, would you say it is very favorable, somewhat favorable, 
neither favorable nor unfavorable, somewhat unfavorable, or very unfavorable? 


VERY FAVORABLE.01 

SOMEWHAT FAVORABLE.02 

NEITHER FAVORABLE NOR UNFAVORABLE .... 03 

SOMEWHAT.UNFAVORABLE ...04 

VERY UNFAVORABLE . 05 

UNSURE/DON’T KNOW.07 


SHOWCARD B 

t Alb. How often do you think medical research involving people helps to advance 
science? 


' NEVER . 01 

RARELY .02 

SOMETIMES .03 

USUALLY . 04 

ALWAYS.05 

UNSURE/DON’T KNOW.,.07 

Ale. How often do you think medical research involves unreasonable risks to people? 

NEVER .01 

RARELY .02 

SOMETIMES .03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 
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Aid. How often do you think participants in medical research are pressured into 

participating? 

NEVER .01 

RARELY .,.02 

SOMETIMES .03 

USUALLY. 04 

ALWAYS.05 

UNSURE/DON’T KNOW. 07 

Ale. How often do you think patients in medical research get special treatment 
compared to other patients? 

NEVER .01 

RARELY .02 

SOMETIMES .•.03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 

A If. How often do you think patients who participate in medical research are better 
off, medically, than similar patients, who are not. in medical research? . 

NEVER .01 

RARELY .02 

SOMETIMES .03 

USUALLY.•.04 

ALWAYS.05 

UNSURE/DON’T KNOW.,... 07 

Alg. How often do you think the doctors running medical research care more about 
the research than the people they study? 

NEVER ..01 

RARELY .02 

SOMETIMES .03 

USUALLY.04 

ALWAYS.05 

UNSURE/DON’T KNOW.07 
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A2. Now, I’d like to ask you your beliefs about a different term. Some people think that 
the term clinical trial means something different from the term "medical research", 
while other people think they are the same. Again, I’m asking you for your opinion ~ 
there are no "right" or "wrong" answers. 

A2a. Do you think that medical research and clinical trial mean the same thing? 

YES.01 

[READ: "Although you think that medical research and 
clinical trial mean the same thing, I would still like 
to ask you a few questions about distinctions that 
some people draw between the two terms."] 

NO.•..02 

[READ: "Now I am going to ask you a series of 
questions asking for your opinions about medical 
research compared to clinical trials ."! 

SHOWCARD Cl 

A2b. Where do you think a patient is more likely to get unproven treatments or 
tests? 


Being in medical research.01' 

Being in a clinical trial . 02 

No difference between them.03 

DON’T KNOW/UNSURE.04 

A2c. Where do you think a patient is more likely to be better off? 

Being in medical research.01 

Being in a clinical trial .02 

No difference between them.03 

DON’T KNOW/UNSURE.04 

A2d. Where do you think a patient is likely to face greater risk? 

Being in medical research.01 

Being in a clinical trial .02 

No difference.03 

DON’T KNOW/UNSURE.04 
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SECTION B. RESEARCH PARTICIPATION 


For the remainder of the interview we will use the term "medical research project." As we 
are now using it, we mean for the term "medical research project" to mean all kinds of 
medical research including medical experiments, clinical trials, and other health surveys. 


Bl. Other than this interview, are you now participating in a medical research project? 


YES. 01 -> SKIP TO B2 

NO. ....02‘ 

UNSURE . 03 SKIP TO B2 


Bla. Have you ever participated in a medical research project in the past? 


YES. 01 SKIP TO 

SECTION C 

NO. 02 


Bib. Have you ever been asked to participate in a medical research project? 


YES. 01 

NO._'. 02 -> SKIP .TO 

• SECTION F 


Blc. Did you decide not to participate? 

YES, you decided not to participate . 01 -» SKIP TO 

SECTION E 

NO, (Explain inconsistency) . ...:.02 -> IF EXPLANATION 

INDICATES PRIOR 
RESEARCH 
EXPERIENCE, SKIP 
TO SECTION C. 
OTHERWISE, SKIP 
TO SECTION F 

B2. Are you now in more than one medical research project? 


YES.01 -> SKIP TO B2a 

NO. 02 


That means you’re participating in only one medical 

research project, right? -> SKIP TO INTRODUCTION BEFORE B3 
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B2a. Are any of the medical research projects you are currently participating in being done 

by researchers here (at this clinic/in this department)? 

YES. 01 -> SKIP TO B2d 

NO . . ..^. 02 

B2b. ' Are any of the medical research projects you are participating in being done by 
researchers at [INSTITUTION] but not from (this clinic or department)? 

YES. 01 -» SKIP TO B2e 

NO.:.. 02 

B2c. So you’re saying that you are participating in more than one medical research project 
outside of [INSTITUTION], right? Which one of those projects is the most 
important one to you? 


Where does that research project take place? 


SKIP TO INSTRUCTION BEFORE B3. 

B2d. Are you participating in more than one project or experiment here (at this clinic/in 
. this department)? 


YES. 01 -> SKIP TO B2f 

NO... 02 


That means you’re participating in only one medical 

research project here (at this clinic/in this 

department), right? —» SKIP TO INTRODUCTION BEFORE B3 

B2e. Are you participating in more than one medical research project at [INSTITUTION]? 

YES..:. 01 -» SKIP TO B2f 

NO. 02 

That means you’re participating in only one medical 

research project here at [INSTITUTION], right? SKIP TO INTRODUCTION 

BEFORE B3 
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B2f. Which one of the medical research projects that you are participating in is the most 
important one to you? 


Now I’d like to ask some questions about that medical research project. 

B3. To the best of your knowledge, what is the official name for this medical research project? 
That is, what name do you think the researchers use to describe their own project? 

PATIENT’S NAME FOR RESEARCH PROJECT 


B4. Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) is 
about? 


B5. Is the research related to a medical problem that you have? 
YES, Please tell me what medical problem 


that is_'..01 

NO.02 


B6. Have you ever been offered the chance to participate in a medical research project and 
decided not to participate? 


YES.01 

NO...02 


GO TO SECTION D 
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SECTION C. FORMER RESEARCH PARTICIPANTS 


Cl. Have you been in more than one medical research project in the past? 


YES.'. 01 -» SKIP TO Cla 

NO. 02 


That means that you’ve participated in only one medical 
research project, right? SKIP TO INTRODUCTION BEFORE C2 

Cla. Were any of the medical research projects you participated in done by researchers 
here (at this ciinic/in this department)? 

YES. 01 -» SKIP TO Cld 

no.:. 02 

Clb. Were any of the medical research projects you participated in done by researchers 
from [INSTITUTION] but not from (this clinic or department)? 

YES..: 01 -» SKIP TO Cle 

NO.....•--,.02. 

Clc. So you’re saying that you have participated in more than one medical research 

project outside of (INSTITUTION], right? Which one of those projects was the most 
important one to you? 


Where c d that research project take place? 


SKIP TO INSTRUCTION BEFORE C2 

Cld. Have you been in more than one medical research project here (at this clinic/in this 
department)? 


YES . 01 -» SKIP TO Clf 

NO... 02 


That means you’ve participated in only one research 
project here (at this clinic/in this department), 
right? SKIP TO INTRODUCTION BEFORE C2 
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Cle. Have you been in more than one medical research project here at [INSTITUTION]? 

YES_...;. .. 01 

NO. 02 

That means you’ve particiapted in only one research 
project here at [INSTITUTION], right? -» SKIP TO INTRODUCTION 
BEFORE C2 

Clf. Which one of the medical research projects that you were in here, was the most 
important one to you? 


Now I’d like to ask some questions about that medical research project. 

C2. To the best of your knowledge, what was the official name for this medical research 
project? (That is, what name do you think the researchers used to describe their own 
project?) 

PATIENTS NAME. FOR RESEARCH PROJECT “7 — 

C3. Would you tell me briefly what (PATIENT’S NAME FOR RESEARCH PROJECT) was 
about? 


C4. Was the research related to a medical problem that you have or had at the time? 


YES, Please tell me what medical problem 

that was. 01 

NO..02 

C5. Have you ever been offered the chance to participate in a medical research project and 

decided not to participate? 

YES.01 

NO.02 


GO TO SECTION D 
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SECTION D. CURRENT OR FORMER RESEARCH PARTICIPANTS 


Dl. How long ago did you begin your participation in (PATIENT’S NAME FOR RESEARCH 
PROJECT)? RECORD LENGTH OF TIME AND INDICATE UNITS. 


YEARS ..01 

MONTHS. 02 

WEEKS . 03 

DAYS. 04 

HOURS . 05 


Please think about the time just before you started participating in (PATIENT’S NAME FOR 

PROJECT). 

D2. Do you remember signing a consent form agreeing to take part in (PATIENT’S NAME FOR 
RESEARCH PROJECT)? 

YES. 01 

NO.02 

DON’T KNOW... . .. 03 . ... 

D3. Did you think you had enough information about (PATIENT’S NAME FOR RESEARCH 
PROJECT) to make a good decision about whether to participate? 

YES. 01 -» SKIP TO D4 

NO... 02 

IF NO, what further information would you have .liked to have? 


D4. Which best describes how you came to participate in (PATIENT’S NAME FOR 

RESEARCH PROJECT): Did you decide on your own, did you decide with the help of 
others, or did other people pressure you into it? . 


Your own decision. 01 —» SKIP TO D5 

Your decision, with others helping . 02 -> SKIP TO D5 

You felt pressured by others into your decision.03 
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D4a. Who did you feel pressured you?_ 

D4b. In what way did you feel pressured? 


D5. Which of the following do you think the policy (is/was) for dropping out of 
(PATIENT’S NAME FOR RESEARCH PROJECT)? Is/Was it... 

You can drop out at any time for any reason, or.01 

You can drop out only if and when doctors in charge of 

the project tell you that you can, or.02 

Some other policy? 

SPECIFY..03 

D6. Which of the following do you think best describes (PATIENT’S NAME FOR 
RESEARCH PROJECT)? Is/Was it... 

a research project studying new medical treatments (ways of 

treating your medical condition).01 

a research project studying new diagnostic procedures (ways of 
learning, whether or not you have a disease or- 
medical condition) . 02 

or,'another kind of research project, like an interview, which 

does not test new medical treatments or procedures.03 

DON’T KNOW.’..04 

D7. Does this research project involve in any way. die use of radiation (such as x-rays o: 
radiotherapy)? 

YES.01 

NO.02 

DON’T KNOW.03 

D8. Did you receive any money payment from (PATIENT’S NAME FOR RESEARCH 
PROJECT), including payment of your medical or travel expenses? 

YES.01 ’ 

NO.02 
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Please tell me in one sentence your main reason for participating in this research 


INTERVIEWER INSTRUCTIONS 


If answer to D6 = 01. 

. . . Go To DIO 

If answer to D6 = 02. . . 

. . . Go To D21 

If answer to D6 = 03. 

... Go To D30 

• If answer to D6 = DK 1... 

If answer to D6 = Unsure. 

If answer to D6 = NA.. 

. . . Go To D30 
, . . Go To D30 
... Go To D30 












For Participants in TREATMENT RESEARCH Projects 

I am going to read a list of reasons why some people choose to take part in medical research 
projects. For each reason, please tell me whether it contributed a lot, a little, or not at all' to 
your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

DIO. You felt you had little choice. 

CONTRIBUTED A LOT.. 01 

CONTRIBUTED A LITTLE.;.. 02 

DID NOT CONTRIBUTE. 03 

Dll. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE...;_03 

D12. The research project was a way to help others. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE . . .. 03 

D13. The research project was the only wa; to get a specific medical treatment you wanted. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE.02 

DID NOT CONTRIBUTE :. 03 

D14. The research project was the best way to pay for treatment. 

CONTRIBUTED A LOT. 01 ■ 

CONTRIBUTED A LITTLE.02 

DID NOT CONTRIBUTE. 03 

D15. Your doctor thought it would be a good idea to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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D16. The research project sounded interesting. 

CONTRIBUTED A'LOT.'. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE..03 

D17. You would get extra attention from participating in the research project. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE . 02 

DID NOT CONTRIBUTE. 03 

D18. The research project was a way to advance medical science. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D19. Participating in the research project gave you hope. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE 02. 

DID NOT CONTRIBUTE..1 • 03 

D20. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 . 

GO TO SECTION F 
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For Participants in DIAGNOSTIC research projects 

I am going to read a list o reasons why some people choose to take part in medical research 
or experiments. For each reason, please tell me whether it contributed a lot, a little, or not at 
all to your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

D21. You felt you had little choice. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT C DNTRIBUTE. 03 

D22. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE.'. 02 

DID NOT CONTRIBUTE. 03 

D23. The research project was a way to help others. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D24. Your doctor thought it would be a good idea to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D25. The research project sounded interesting. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D26. You would get extra attention from participating in the research project 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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D27. The research project was a way to advance medical science. 

CONTRIBUTED A LOT .. 01 

CONTRIBUTED A LITTLE .. 02 

DID NOT CONTRIBUTE. 03 

D28. Participating in the research project gave you hope. 

CONTRIBUTED A LOT.01 

CONTRIBUTED A LITTLE .. 02 

DID NOT CONTRIBUTE. 03 

D29. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

GO TO SECTION E 
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For participants in EPIDEMIOLOGICAL or other research projects 

I am going to read a list of reasons why some people choose to take part in medical research 
or experiments. For each reason, please tell me whether it contributed a lot, a little, or not at 
all to your participating in [PATIENT’S NAME FOR RESEARCH PROJECT]. 

SHOWCARD D 

D30. You felt you had little choice. 

CONTRIBUTED A LOT. 01 

• CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D31. The research project offered a chance to get better treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D32. The research project was. the best way. to pay for treatment. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D33. Your doctor thought it would be a good idea to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE . .'. 02 

DID NOT CONTRIBUTE... . . 03 

D34. The research project sounded interesting. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D35. You would get extra attention from participating in the research project. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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D36. The research project was a way to advance medical science. 


CONTRIBUTED A LOT.01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D37. Participating in the research project gave you hope. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

D38. You had no reason not to participate. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 


<30 TO SECTION F . 
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SECTION E. REASONS FOR NOT PARTICIPATING 

Please think about the time when you were asked to participate in a medical research project 
and you decided not to. (IF MORE THAN 1, THINK ABOUT THE MOST RECENT 
TIME.) 


I am going to read a list of reasons why some people choose not to take part in medical 
research projects. For each reason, please tell me whether it contributed a lot, a little, or not 
at all to your decision not to take part in the medical research project. 

SHOWCARD D 

El. Being in the medical research project would have been unpleasant. . 


CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE_.•.. 02 

DID NOT CONTRIBUTE..03 

E2. The medical research project was too risky. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE _ 02 . 

DID NOT CONTRIBUTE.i . .. 03' 

E3. Taking part in the medical research project would have cost' you money. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE . ..,.•. 03 . 

E4. You did not want to be treated like a guinea pig. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E5. Taking part in the medical research project would have been inconvenient 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 
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E6. You wanted your medical decisions to be made by your doctor and yourself, not by 
researchers. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE.*. 03 

E7. You wanted to know what treatment you were getting. 

CONTRIBUTED A LOT. 01 

. CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E8. Your doctor thought it was a bad idea. 

CONTRIBUTED A LOT. 01 

CONTRIBUTED A LITTLE. 02 

DID NOT CONTRIBUTE. 03 

E9. Being in the medical research project was NOT the best way for you to get better. 

CONTRIBUTED A.LOT. 01 , 

CONTRIBUTED A LITTLE ..'!. 02 

DID NOT CONTRIBUTE. 03 
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SECTION F. BACKGROUND INFORMATION 

Now, I would like to ask just a few more general questions about your background. 


FI. What is your date of birth? 


Month Day Year 

F2. INTERVIEWER: IS THE RESPONDENT MALE OR FEMALE? 

MALE ..01 

FEMALE . 02 

F3. Do you- consider yourself to be Latino, Hispanic, or of Spanish origin or descent? 

YES. 01 

NO. 02 

F4. ' Which of the following best describes you? Are you... 

Black or African American . 01 

White ... < ......02 

Natiye American or Alaskan Native . 03 

Asian or Pacific Islander.‘. 04 

Some other race, SPECIFY_ . . 05 

F5. What is the last grade or year that you completed in school? 

LESS THAN 8TH GRADE. 01 

SOME HIGH SCHOOL . 02 

HIGH SCHOOL GRADUATE OR GED.. 03 

SOME TECHNICAL OR VOCATIONAL SCHOOL . . 04 
TECHNICAL OR VOCATIONAL SCHOOL 

GRADUATE. 05 

SOME COLLEGE. 06 

TWO-YEAR COLLEGE GRADUATE. 07 

FOUR-YEAR. COLLEGE GRADUATE . 08 

SOME POST GRADUATE. 09 

POSTGRADUATE OR PROFESSIONAL DEGREE . . 10 
OTHER, SPECIFY._ 11 

F6. Which of the following best describes your employment status, are you currently 
employed full time, part time, or are you currently not employed? 

Full time. 01 

Part time..'. 02 

Not employed . 03 
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SHOWCARD E 


F7. Which category her describes your combined family income, before taxes? 


Greater thar. $75,000 . 01 

$50,000 - $-“4,999 .•..02 

$25,000 - $49,999 .•. 03 

Less than $25,000 . 04 

REFUSED.’. 05 


F8. Do you think your overall health is excellent, good, fair or poor? 


Excellent. 01 

Good . 02 

Fair . 03 

Poor. 04 

F9. Do you currently have medical insurance coverage of any sort? 

YES.’. 01 

NO.'.. 02 -» SKIP TO F10 


F9a. Do you have private medical insurance (such as Blue Cross/Blue .Shield) 
whether it is rom your employer, a former employer, or on your own? 


YES. 01 

NO. 02 


F9b. Do you have public medical insurance (like Medicare, Medicaid, etc.)? 


' 2S.'.;. 01 

- O.,... 02 


F9c. Do you receive any VA (Veteran’s Affairs) benefits? 


YES. 01 

NO. 02 


F10. Is there anything else that you would like to tell us relating to the things we have been 
talking about in this interview 


YES, SPECIFY 


NO 


01 

02 
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[ASK SECTION G ONLY TO THOSE WHO HAVE ANSWERED "YES" TO QUESTION 
B1 OR Bla.] OTHERWISE, THANK THE RESPONDENT FOR HIS/HER TIME AND . 
END THE INTERVIEW. 


SECTION G. WILLINGNESS TO PARTICIPATE IN AN IN-DEPTH INTERVIEW 

We may be calling a small number of the people interviewed today for a longer interview on 
the same subject. This interview will be arranged for a convenient time in the next couple of 
weeks. The interview should last about 45 minutes and people who participate will be given 
$25 for their time and expenses. Would you be willing to be called by someone to set up an 
• interview? 


Yes .• 01 -» [Interviewer 

complete the 

Contact 

Sheet.] 

NO.. 02 


TIME ENDED : AM PM 
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SECTION H. INTERVIEWER OBSERVATIONS fCOMPLETE AFTER THE 
INTERVIEWS 


HI. Do you think that this person was able to answer questions appropriately? e.g., do you 
think this person understood most of the questions? 


YES. 01 

NO, SPECIFY__ .... 02 


Was the interview conducted in a setting conducive to getting good responses? 

YES...-oi 

NO, SPECIFY__ ... 02 


[ANSWER ONLY FOR.THOSE WHO ANSWERED "YES" TO QUESTION B1 OR.Bla] 

H3- Do you think this person would be someone who should be recruited for the in-depth 
interview? 

YES, SPECIFY __._ .. oi 


. NO, SPECIFY 


... 02 
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EXHIBIT B 

CASO: ESTUDIO DE ENTREVISTAS 
(Proyecto #6106) 


ENCUESTA BREVE 


Para 

El Comite Asesor en Experimentos 
de Radiacion sobre Humanos (ACHRE) 


Por 

Research Triangle Institute (RTI) 
Research Triangle Park, NC 27709 


Fecha: / J9$_ 

Mes Dfa Afio 

Hora:_:_AM PM 


ROTULO CON #ID 


Nombre del Encuestador: 


Cl 
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SECCION A. ACTITUD HACIA LA INVESTIGACION MEDICA 


Como usted recordara, en esta entrevista nos interesa observar su disposicion hacia y su experiencia 
con investigaciones que involucran participantes humanos . Con esto queremos significar estudios 
medicos realizados por doctores y otros cientfficos de la medicina en los cuales no se usan animales 
sino seres humanos como objeto de la investigacion. 

Al. Primero, quisiera comenzar formulando algunas preguntas para conocer su opinion acerca 
de la investigacion con seres humanos, que se realiza actualmente en los Estados Unidos. 
Estamos buscando su opinion. No existen aqui respuestas correctas o erroneas — deseamos 
solamente su opinion. 

TARJETA A 


Ala. Si describiera su actitud general hacia la investigacion medica incluvendn personas , 
usted diria que es £muy favorable, de algun modo favorable, ni favorable ni 
desfavorable, de algun modo desfavorable, o muy desfavorable? 


MUY FAVORABLE.01 

DE ALGUN MODO FAVORABLE . 02 

NI FAVORABLE NI DESFAVORABLE. 03 

DE ALGUN MODO DESFAVORABLE . 04 

MUY DESFAVORABLE . . . ___ . . ...... _05 

INSEGURO/NO SABE... 07 


TARJETA B 

Alb. En su opinion, icon que frecuencia la investigacion medica con participantes 
humanos ayuda a avanzar a la ciencia? 


NUNCA... . . ;. 01 

RARAMENTE.. . .. 02 

ALGUNAS VECES. 03 

COMtJNMENTE. 04 

SIEMPRE. 05 

INSEGURO/NO SABE.07 


Ale. En su opinion, icon que frecuencia la investigacion medica implica riesgos no 
razonables para las personas? 


NUNCA.01 

RARAMENTE. 02 

ALGUNAS VECES.’ ’ ' ’ 03 

COMTJNMENTE.04 

SIEMPRE. 05 

INSEGURO/NO SABE.’ ' ' ‘ 07 
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Aid. En su opinidn, icon qu6 frecuencia los participantes en investigaciones medicas son 
presionados a. participar? 


NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtfNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE.07 


Ale. En su opinion, #:on que frecuencia los pacientes que participan en investigaciones 
medicas reciben tratamienfos especiales comparados con otros pacientes? 


NUNCA . 

RARAMENTE. 

ALGUNAS VECES . . 
COMtJNMENTE 

SIEMPRE. 

INSEGURO/NO SABE 


01 

02 

03 

04 

05 

07 


Alf. En su opinion, ^con que frecuencia los pacientes que participan en investigaciones 
medicas aventajan, medicamente, a pacientes similares que no estan en investigation 
medica? . 


NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtiNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE.:'.07 


Alg. En su opinion, icon que frecuencia a los doctores que hacen investigaciones medicas 

les interesa m:Ss la investigacion que las personas que ellos estudian? 


NUNCA.01 

RARAMENTE.02 

ALGUNAS VECES.03 

COMtJNMENTE.04 

SIEMPRE.05 

INSEGURO/NO SABE.07 
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A2. Ahora, quisiera conocer sus ideas acerca de un termino diferente. Algunas personas creen 
que el termino prueba clinica significa algo diferente al termino "investigacion medica". 
Otras personas piensan que es lo mismo. Nuevamente, le pido su opinion — no existen 
respuestas "correctas" ni "incorrectas". 

A2a. Piensa usted que investigacion medica y ornebas clinicas significan lo mismo? 

SI .01 

[LEA: "Aun cuando usted piense que investigacion medica y 
pruebas clinicas significan la misma cosa, yo todavfa quisiera 
hacerle unas pocas preguntas mas acerca de distinciones que 
la gente suele hacer entre los dos terminos."] 

NO .. 02 

[LEA: "Ahora voy a hacerle una serie de preguntas pidiendo 
su opinion en la comparacion de investigacion medica y 
pruebas clinicas . "1 


TARJETA Cl 


A2b. ^Donde piensa usted que un paciente tiene mayor posibilidad de ser sometido a 
tratamientos no probados o a pruebas? 


Estando en investigacion medica.01 

Estando en prueba clinica .02 

No hay diferencia entre ellos.03 

NO SABE/NO ESTA SEGURA O ..04 


A2c. ^En que situation piensa usted qie un paciente tiene mas posibilidades de mejorar? 


Estando en investigacion medica. ............ 01 

Estando en prueba clinica .02 

No hay diferencia entre ellos.03 

NO SABE/NO ESTA SEGURA/O .04 


A2d. ^Cuando piensa usted que un paciente enfrenta mayores riesgos? 


Estando en investigacion mddica.01 

Estando en prueba clinica .02 

No hay diferencia entre ellos.03 

NO SABE/NO ESTA SEGURA/O .04 
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secci6nb. participaci6n en investigaci6n 

En lo que resta de la entrevista usaremos el termino "proyecto de investigation medica." De la 
forma que lo usamos, entendemos por "proyecto de investigacidn medica" todo tipo de investigacidn 
medica incluyendo experiments medicos, pruebas clmicas y otras encuestas de salud. 

. Bl. Aparte de esta entrevista, <;esta Ud participando en algun proyecto de investigacion medica? 


SI.01 

-* SALTE A B2 

NO ... 02 

INSEGURA/O .03 

-* SALTE A B2 

Bla. ^Ha participado usted alguna vez en un proyecto de investigacion medica? 

SI.01 

- SALTE A SECCI6N C 

NO .02 

Bib. <<Le han pedido alguna vez que participe en un proyecto de investigacion medica? 

SI. V. .7.. -.... 01 

NO . 02 

-> SALTE A SECCI6N F 

Blc. ^Decidio usted no participar? 

SI, usted decidio no participar.01 

- SALTE A SECCI6N E 

NO, (explique la ineonsisteneia). 02 


-> SI LA EXPLICACION INDICA EXPERIENCIA PREVIA EN 
INVESTIGACI6N, SALTE A LA SECQON C. SI NO, SALTE A SECa6N F. 

B2. /.Esta usted ahora participando en mas de un proyecto de investigacion? 

SI ...01 

-* SALTE A B2a. 

NO .02 

Esto significa que usted esta participando en solo un proyecto de investigacion 
medica, ^.verdad? 

- SALTE A LA INTRODUCClON ANTES DE B3. 
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B2a. ^Algunos de lo' proyectos de investigacion medica, en los cuales usted participa 
actualmente, sc i conducidos por investigadores de aqui (en esta c linica/ en este 
departamento)? 

SI ..01 

-> SALTE A B2d 

NO .02 

B2b. ^Algunos de los proyectos de investigacion medica, en los cuales usted participa, 
son conducidos por investigadores de PNSTITUCI6N] pero no de (esta clinica o 
departamento)? 

SI.01 

- SALTE A B2e 

NO .02 

B2c. Luego, usted dice estar participando en mas de un proyecto de investigacion medica 
fuera de [INSTITUCI6N], ^verdad? ^Cual de esos proyectos es el mas important^ 
para usted? 


^Donde se lleva a cabo ese proyecto de investigacion medica? 


-* SALTE A LA INTRODUCCION ANTES DE B3. 

B2d. ^Esta ustec participando. aqui en mas de un proyecto de investigacion (en esta 
clinica/en este departamento)? 

SI.01 

-* SALTE A B2f. 

NO.02 

Esto significa que usted esta participando aqui en solo un proyecto de investigacion 
medica (en esta clinica/en este departamento), ^verdad? 

-* SALTE A LA INTR0DUCCI6N ANTES DE B3. 
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B2e. i,Esta Ud. participajido en mas de un proyecto deinvestigacidn medica en 
[INSTITUClON]? 

SI.01 

- SALTE A B2f. 

NO .02 

Esto significa que Ud. esta participando aqui [LNSTITUClON] en solo un proyecto 
de investigacion medica, ^verdad? 

SALTE A LA INTRODUCCION ANTES DE B3. 

B2f. ^Cual de los proyectos de investigacion medica en los cuales usted participa es el 
mas importante para usted? 


Ahora quisiera hacerle algunas preguntas sobre ese proyecto de investigacion medica. 

B3. De lo que Ud. recuerda, ^cual es el nombre oficial del proyecto de investigacion medica? . 
Es decir, ^como piensa usted que los investigadores le ll aman a ese proyecto? 

—- NOMBRE QUE EL PaCIENTE LE Da AL PROYECTO DE investi(jA(jiuN 


B4. Podria decirme brevemente de que se trata (NOMBRE QUE EL PAC1ENTE LE DA AL 
PROYECTO DE INVESTIGACION) 


B5. £Se relaciona la investigacion con algun problema medico que Ud. tiene? 

si . . .. ... 01 

Por favor diga cual es el problema medico-- 

NO .02 


B6. ^Le haii ofrecido alguna vez la oportunidad de participar en un proyecto de investigacion 
medica y usted decidio no participar? 

SI. 01 

NO . 02 

VAYA A SECClON D 
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secci6n c. previa participaci6n en investigaci6n 

Cl. estado Ud. en el pasado en mas de un proyecto de investigacion medica? 

SI.01 

-> SALTE A Cla. 

NO.02 

Esto significa que Ud. ha participado en el pasado en s61o un proyecto de 

investigacion medica, ^verdad? - SALTE A INTRODUCClON ANTERIOR A C2 

Cla. <?Alguno de los proyectos de investigacion medica en los que Ud. participo fue 
realizado por investigadores de aqui (en esta clinica/en este departamento)? 

SI.01 

-> SALTE A Cld. 

NO.. 02 

Clb. iAlguno de los proyectos de investigacion medica en los que Ud. participd file 

realizado por investigadores de PNSHTUCION] pero no de (esta clinica o dept.)? 

SI.. . 01 

-» SALTE A Cle: 

NO..02 

Clc. Luego, usted afirma que ha participado en mas de un proyecto de investigacion 
medica fuera de [INSTITUCI6N], ^verdad? <,Cual de esos proyectos fue el mas 
importante para usted? 


^Donde se realizo ese proyecto de investigacion? 


-► SALTE A INSTRUCClON ANTERIOR A C2. 

Cld. i,Ha estado Ud. participando aqui (en esta clinica/en este departamento) en mas de 
un proyecto de investigacion medica? 

SI.01 

-> SALTE A Clf. 

NO...02 
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Esto significa que Ud. ha participado aqui (en esta clinica/en este departamento) en 
s61o un proyecto de investigacion, ^verdad? 

- SALTE A INSTRUCCI6N ANTERIOR A C2. 

Cle. iHa estado Ud. participando aqui PNSTITUCI6N] en mas de un proyecto de 
investigacion medica? 

SI.01 

NO .02 

Esto significa que Ud. ha participado aqui [INSTITUCION] en solo un proyecto de 
investigacion medica, ^verdad? 

-> SALTE A INSTRUCCION ANTERIOR A C2. 

Clf. ^Cual de los proyectos de investigacion medica en los cuales usted participo aqui file 
el mas importante para usted? 


Ahora quisiera hacerle algunas preguntas sobre ese proyecto de investigacion medica. 

C2. De lo que Ud. recuerda, ^cual era el noinbre oficial del proyecto de investigacion medica? 
(Es decir, ^corno recuerda usted que los investigadores le llamaban a ese proyecto?) 


- NOMBRE QUE EL PAC1ENTE LE DA AL PROVK CTO I)E IN VK?T 1 G ACKflr~ 

C3. Podria decirme brevemente de que se trataba (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO DE INVESTIGACI6N) 


C4. iSe relacionaba la investigacion con algun problema medico que Ud. tiene o tenia entonces? 

SI.01 

Por favor diga cual era el problema medica 
NO . 


02 







C5. ^Le han ofrecido alguna vez la oportunidad de participanen un proyecto de investigation 
medica y us ted decidid no participar? 

SI ..01 

NO. 02 

VAYA A SECCION D. 
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SECCI6 N d. participantes en inyestigaciones presentes o pas ad as 

Dl. ^Hace cuanto tiempo comenzo a participar en (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? REGISTRE EL TIEMPO EINDIQUE LAS UNIDADES. 


ANOS .. i .01 

MESES.02 

SEMANAS .03 

DIAS.04 

HORAS .05 


Por favor piense precisamente en el momento anterior a comenzar a participar en (NOMBRE QUE 
• EL PACIENTE LE DA AL PROYECTO DEINVESTIGACI6N). 

D2. ^Recuerda Ud. haber firmado un formulario de aceptacion acordando tomar parte en 
(NOMBRE QUE EL PACIENTE LE DA AL PROYECTO DE INVESTIGACION)? 

SI. 01 

NO .02 

NO SABE.:.03 

D3. ^Penso Ud. que tuvo information suficiente sobre. (NOMBRE QUE EL PACIENTE LE 
•DA AL PROYECTO) para tomar una buena decision sobre participar o no del proyecto? 

SI.01 

-> SALTE A D4. . 

NO.. 02 

SI NO, ^que otra informacidn le hubiera gustado tener? 


D4. iQue afirmacidn describe mejor cdmo decidid participar en (NOMBRE QUE EL 

PACIENTE LE DA AL PROYECTO): Decidid Ud. mismo, decidio Ud. con la ayuda de 

otros, o alguna otra persona lo presiond a participar? 


Decision propia.01 

-> SALTE A D5. 

Su decisidn, con la ayuda de otros .02 

- SALTE A D5. 

Ud. se sintid presionado por otros en su decisidn.03 
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D4a. ^Quien siente que lo presiono?_ 

D4b. ^De que modo se sintio presionado?. 


•D5. ^Cual de.las siguientes afirmaciones es/era la norma para el abandono de (NOMBRE QUE 
EL PACIENTE LE DA AL PROYECTO)? usted piensa que ... 

Ud. puede abandonar en cualquier momento 

por cualquier razon, o .01 

Ud. puede abandonar solo si y cuando el doctor a cargo del 

proyecto le dice que puede hacerlo, o. 02 

^Alguna otra norma? 

ESPECIFIQUE_ . . 03 


D6. ^Cual de las siguientes frases describe mejor (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO)? Es/era ... 

un proyecto de investigation que estudia nuevos tratamientos 
medicos (modos de tratar su condition medica).01 

un proyecto de investigation que estudia nuevos 
procedimientos de diagnostic (modo de saber si Ud. tiene 
alguna enfermedad o problema cronico de salud).02 

otro tipo de proyecto de investigation, como ser una entrevista, que 
no prueba nuevos tratamientos o procedimientos medicos . •. 03 

NO SABE.‘.■.04 

D7. ^Incluye este proyecto de investigacidn, de alguna manera, el uso de radiation (como rayos 
X o radioterapia)? 

SI..01 

NO . 02 

NO SABE ..03 

D8. ^Recibid Ud. algun pago en dinero del (NOMBRE QUE EL PACIENTE LE DA AL 
PROYECTO), incluyendo el pago de gastos medicos o de viajes? 

SI.01 

NO..02 
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D9. Por favor digame en una frase el principal motivo de su participation en este proyecto de 

investigation: 


INSTRUCCIQNES PARA LOS ENCUESTADORES 


Si la respuesta a D6 = 01. Vaya a DIO 

Si la respuesta a D6 = 02. Vaya a D21 

Si la respuesta a D6 = 03. Vaya a D30 

Si la respuesta a D6 = NO SABE. Vaya a D30 

Si la respuesta a D6 = NO ESTA SEGURO . . . ,. Vaya a D30 

Si la respuesta a D6 = NO RESPONDE. Vaya a D30 
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Para Partidpantes en Proyectos de INVESTIGACI6N DE TRATAMIENTOS 


Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacion medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada a 
su' participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETAD 

DIO. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

Dll. El proyecto de investigacion ofrecia la altemativa de un tratamiento mejor. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 

D12. El proyecto de investigacion era una manera de ayudar al projimo. 

CONTRIBUYO MUCHO . .._'. .... ___ 01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D13. El proyecto de investigacion era la unica manera de obtener un tratamiento especifico que 
usted deseaba. 

CONTRIBUYO MUCHO. 01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.03 

D14. El proyecto de investigacion era la mejor manera de pagar por un tratamiento. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO..03 

D15. Su medico penso que participar seria una buena idea. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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D16. El proyecto de investigation paretia interesante. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO . 02 

NO CONTRIBUYO.03 

■ D17. Usted obtendrfa atencion extra por participar en el proyecto de investigation. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D18. El proyecto de investigation era una manera de hacer avanzar la ciencia medica. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D19. Participar en el proyecto de investigation le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.. . 02 

NO CONTRIBUYO __ ___ . ___ 03 

D20. Usted no tenia ninguna razon para no participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

VAYA A SECClON F 
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Para Participantes en Proyectos de Investigation de DIAGN6STICOS 

Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacidn medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada a 
su participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETAD 

D21. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO. 01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO. 03 

D22. El proyecto de investigacion ofrecia la altemativa de im tratamiento mejor. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.03 

D23. El proyecto de investigacion era una manera de ayudar al projimo. 

CONTRIBUYO MUCHO 01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.03 

D24. Su medico penso que seria una buena idea participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO. 02 

NO CONTRIBUYO.. - .03 

D25. El proyecto de investigacion parecia interesante. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

D26. Usted obtendria atencion extra por participar en el proyecto de investigacion. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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D27. El proyecto de investigation era una manera de hacer avanzar la ciencia medica. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D28. Participar en el proyecto de investigation le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D29. Usted no tenia ninguna razon para no participar.. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO..02 

NO CONTRIBUYO.03 

VAYAASECCI6NF 
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Para Participantes en EPIDEMEOLOGIA u otros Proyectos de Investigation 


Le voy a leer una lista de razones por las cuales algunas personas eligen participar en proyectos de 
investigacion medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada a 
su participation en (NOMBRE QUE EL PACIENTE LE DA AL PROYECTO). 

TARJETA D 

D30. Sintio que tenia pocas altemativas. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO . 02 

NO CONTRIBUYO. 03 

D31. El proyecto de investigacion ofrecia la altemativa de un tratamiento mejor. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D32. El proyecto de investigacion era la mejor manera de pagar por el tratamiento. 

contribuyo mucho ..,..01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D33. Su medico penso que seria ima buena idea participar. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 , 

NO CONTRIBUYO.03 

D34. El proyecto de investigacion parecia interesante. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.:.03 

D35. Usted obtendria atencion extra por participar en el proyecto de investigacion. 

CONTRIBUYO MUCHO. 01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 
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D36. El proyecto de investigacidn era una manera de bacer avanzar la ciencia medica. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO.03 

D37. Participar en el proyecto de investigacion le dio esperanzas. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO .02 

NO CONTRIBUYO. 03 

D38. Usted no tenia ninguna razon para no participar. 

CONTRIBUYO MUCHO ..01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 


VAYA A SECCI6N F 
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secci6n e. razones para no participar 


Por favor piense en el moment > en que se le pidio participar en el proyecto de investigacidn medica 
y decidio no hacerlo. (SI SUCLDI6 MAS DE UNA VEZ, PIENSE EN LA MAS RECIENTE). 

Le voy a leer una lista de razones por las cuales algunas personas eligen no participar en proyectos 
de investigacion medica. Para cada razon, por favor digame si ella contribuyo mucho, poco, o nada 
a su decision de no participar en el proyecto de investigacion medica. 

TARJETAD 

El. Estar en el proyecto de investigacion medica hubiera sido incomodo. 


CONTRIBUYO MUCHO ..01 

CONTREBUYC POCO.02 

NO CONTRIBUYO.03 

E2. El proyecto de investigacion medica era muy riesgoso 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO .... 03 

E3. Participar en el proyecto de investigacion medica le hubiera costado dinero. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

E4. No queria ser trauio como un conejillo.de indias. 

CONTRIE JYO MUCHO ..01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 

E5. Hubiera sido inconveniente participar del proyecto de investigacion medica. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 

E6. Usted deseaba que las decisiones medicas fuesen tomadas por su medico y por usted 
mismo, no por investigadores. 

CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 
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E7. Usted deseaba saber qu£ tratamiento le estaban dando. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 


E8. Su medico penso que no era buena idea participar. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO.03 


E9. Estar en el proyecto de investigation medica NO era la mejor manera de mejorar su salud. 


CONTRIBUYO MUCHO.01 

CONTRIBUYO POCO.02 

NO CONTRIBUYO. 03 
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SECCION F. ANTECEDENTS 


Ahora, desearia hacerle unas pocas preguntas mas sobre sus antecedentes. 

FI. 4 ,Cual es su fecha de nacimiento? 


Mes Dia Ano 

F2. ENCUESTADOR: ^ES EL ENTREVISTADO MUJER O VARON? 

VARON . . . ■.01 

MUJER . 02 

F3. ^Se considera usted Latino, Hispano, o de origen o ascendencia Espanola? 

SI.01 

NO . 02 

F4. 4 ,Cual de las siguientes altemativas lo describe mejor a Ud.? Es Ud. 

Negro o Afro-Americano. 01 

Blanco ^.‘.. 02 

Indigena, Americano o de Alaska.03 

Asiatico o Isleno del Patifico .04 

Alguna otra raza, ESPECIFIQUE_ 05 


F5. 4 ,Cual es el ultimo grado o ano escolar que usted completo? 

MENOS DE 8VO GRADO. 01 

ESCUELA SECUNDARIA INCOMPLETA .. 02 

GRADUADO DE SECUNDARIA O GED.03 

ESCUELA TECNICA O VOCACIONAL INCOMPLETA . 04 
GRADUADO DE ESCUELA TECNICA O VOCACIONAL 05 

UNIVERSE)AD INCOMPLETA.06 

GRADUADO UNIVERSITARIO DE DOS ANOS .07 

GRADUADO UNIVERSITARIO DE CUATRO ANOS . . 08 

POSTGRADOINCOMPLETO .09 

POSTGRADO O HTULO PROFESIONAL . 10 

OTRO, ESPECIFIQUE_ 11 


F6. ^Cual de las siguientes altemativas describe mejor situation de empleo, esta usted empleado 
con dedication exclusiva, mediA dedicacion, o desempleado? 

Dedication exclusiva- r , . 01 

Media dedicacion. 02 

Desempleado .03 
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TARJETAE 


F7. ^Cual categoria describe mejor los ingresos combinados de su familia, sin descontar 
impuestos? 


Mas de $75,000 . 01 

$50,000 - $74,999 . 02 

$25,000 - $49,999 . 03 

Menos de $25,000 . 04 

SE NEGO A RESPONDER .05 


F8. ^Piensa Ud. que su salud en general es excelente, buena, regular, o pobre? 


Excelente. 01 

Buena.02 

Regular.03 

Pobre.04 

F9. ^Tiene Ud. actualmente cobertura de seguro medico de algun tipo? 

SI.- 01 

NO . 02 

SALTE A F10: 


F9a. ^Tiene Ud. seguro medico privado (como Blue Cross/Blue Shield) ya sea de su 
empleador actual, de un empleador anterior, o por su propia cuenta? 


SI.,.01 

NO..02 


F9b. ^Tiene Ud. seguro medico publico (comb Medicare, Medicaid, etc.)? 

SI.01 

NO . . ..02 


F9c. Recibe Ud. algun beneficio de VA (Veteran Affairs/Grupo de Veteranos)? 

SI.01 

NO .02 


F10. 4 ,Hay algo rnas que quisiera decimos en relacion a los temas que estuvimos hablando 
durante esta entrevista? 


SI, ESPECIFIQUE 


NO 


01 

02 
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[HAGA las preguntas de la seccion g SOLAMENTE a aquellos que hayan 
CONTESTADO "SI" A LAS PREGUNTAS B1 O Bla.J EN CASO CONTRARIO, AGRADEZCA 
A EL/LA ENCUESTADO/A POR SU TIEMPO Y FINAUCE LA ENTREVISTA. 


SECCION G. DESEOS DE PARTICIPAR EN UNA ENTREVISTA MAS A FONDO 

Probablemente llamemos hoy a cierto numero de las personas entrevistadas para una entrevista mas 
larga sobre el mismo topico. Acordaremos un horario conveniente para esta proxima entrevista 
dentro de las proximas dos semanas. La entrevista tendra una duration de unos 45 minu tos y los 
partitipantes recibiran $25 por su tiempo y gastos. ^Desearia usted ser llamado para arreglar una 
entrevista? - • 


SI...01 

-» ENCUESTADOR COMPLETE LA HOJA DE CONTACTO 
NO .... . ;...02 


HORA DE FINALIZACION ^_:_AM PM 
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SECCI6N H. OBSERVACIONES DEL ENCUESTADOR (COMPLETE DESPUES DE LA 
ENTREVISTA) 


HI. ^Piensa usted que esta persona pudo contestar las preguntas adecuadamente? Por ejemplo, 
^piensa usted que esta persona entendio la mayoria de las preguntas? 


SI.01 

NO, ESPECIFIQUE_ : _ 02 


H2. ^Se condujo la entrevista en un lugar propicio para obtener buenas respuestas? 

SI.. 01 

NO, ESPECIFIQUE__ • 02 


[RESPONDA SOLO PARA AQUELLOS QUE CONTESTARON "SI" A LAS PREGUNTAS B1 O 
Bla.] 

H3. ^Piensa que esta persona es ilna de las que deberian ser elegida para la entrevista en 
profundidad? 

SI, ESPECIFIQUE_ . 01 


NO, ESPECIFIQUE 


02 
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SUBJECT TERVIEW STUDY 
(1 .ject #6106) 

BRIEF SURVEY PATIENT REGISTER (BY CLINIC) 


EXHIBIT C 
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Reasons for Refusal: 01 - Not Interested, 02 - Too III, 03 - Not Enough Time Before/After Appt., 04 - Other, Specify 






EXHIBIT' D: GENERIC CONSENT FORM (BRIEF SURVEY) 


PURPOSE OF STUDY: 

The Advisory Committee on Human Radiation Experiments was established by the President of 
the United States earlier this year to examine the ethics of research with human subjects. Although the 
Committee mostly is looking at how radiation research was conducted in the past, the Committee is also 
interested in how radiation research and research in other areas of medicine are conducted now. 
Therefore, we are interested in interviewing a lot of patients, some of whom are participants in research 
and some of whom are not. We want to know whether patients believe they are part of a medical 
research study and, if they think they are, to ask them more questions about their participation in that 
study. We are approaching patients who are being seen in either the cardiology, medical oncology, or 
radiation oncology clinic here at [institution]. We are conducting similar interviews with patients at 
many medical centers all over the country. 

PROCEDURES: 

If you agree to participate, we will interview you for about 5-10 minutes. During that interview, 
we will ask you questions about whether or not you think you are part of a medical research study and, if 
so, why you chose to participate and who else helped you to make that decision. We also will ask for 
your permission to talk to anyone else here who also might know if you currently are in a medical 
research study, such as your doctor, a researcher, a research nurse, or by looking at your medical record. 

In order to protect your confidentiality, all interview forms only will have an ideiitification 
number on them, and never your name. The list that links your name to your identification number 
always will be kept separate from any sheets that have information, about you on them and eventually 
will be destroyed. 

If you decide to participate in this study, we will reimburse you $5 for your time. 

We also will ask everyone who agrees to be interviewed whether they would be willing to have a 
longer interview at another time and place that is convenient for them. People who have this second 
interview will receive an additional $25. 

RISKS/BENEFITS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them will be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better explain research studies to future patients. 

If you decide to participate, you do not have to answer any question that makes you 
uncomfortable, and you can change your mind about participating at any time. You will have the same 
quality of medical care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or [Dr._at this institution’ and local IRB telephone #]. 

If you agree to join this study, please sign your name below. 
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EXHIBIT E 


SUBJECT INTERVIEW STUDY 
(Project #6106) 

CONTACT SHEET 


Use this form only for those respondents who complete the Brief Survey, 
thought of themselves as being research or experimental patients and 
consented to be contacted for the In-Depth Interview. [THUS, COMPLETE 
ONLY FOR PATIENTS LISTED ON THE BRIEF SURVEY REGISTER 
WITH A "YES" IN COLUMN 7.] 


ID# Label 


PATIENT NAME MUST 
BE OBLITERATED 
PRIOR TO SHIPMENT 




Name 


First 


Street Address: 


Last 


City: 


State: _ Zip: 


Telephone number: ( ) _ 

(home) 

What would be the best time/place to contact you 
FROM THE BRIEF SURVEY: 


(work) 


1. Now a research subject (Q.B1)-Yes.01 No 

. 2. Previously a research subject (Q.Bla)-Yes.01 No 

3. Date of birth (O.F1) / / 

Moiith Day-YeaF~ 

4. Sex (Q.F2)-Male ..... 01 Female 

5. Spanish origin or descent (Q.F3)---Yes ..... 01 No.02 


6. Race (Q.F4)- Black.01 White.02 All Others 


02 

02 

02 

06 


7. Last grade of school completed (Q.F5) 


8th or less.01 

Some High School.02 

High School graduate.03 

Some technical/vocational.04 

Technical/vocational graduate .... 05 
Other. 


8. Private medical insurance (Q.F9a)- 

9. Public medical insurance (Q.F9b)- 

10. Veteran’s Affairs (VA) benefits (Q.F9c) 


Some college.06 

2 year College graduate.07 

4 year College graduate.08 

Some Post Graduate study.09 

Post Graduate Degree.10 

...11 


Yes ... 

... 01 

No... 

... 02 

Blank... 

... 00 

Yes ... 

... 01 

No... 

... 02 

Blank ... 

... 00 

Yes... 

„. 01 

No... 

,.02 

Blank... 

... 00 


11. Do you think this person would be someone who should be recruited for the in-depth 
interview? (Q.H3) 


01 YES (SPECIFY) 

02 NO (SPECIFY) 
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EXHIBIT F 


[PLACE LABEL HERE] 


SUBJECT INTERVIEW STUDY 

(Project #6106) 

INCENTIVE RECEIPT 


To compensate, you for the time you spent answering our questions, we are paying you 
$5.00 cash. To indicate that you received the money, and so that the interviewer can be 
reimbursed, please sign below: 


I received $5.00 today. 


Name (Please Print)_ 

Signature_ 

Signature of Interviewer 


Date: / / 

Date: _ 


Disposition: Original and yellow to Site Coordinator. Pink to client. 
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EXHIBIT G 


BRIEF INTERVIEW QUALITY ASSURANCE 

*' m -_and I work with the group that interviewed you 

recently in the hospital waiting room about medical research. In addition to that first short 
interview, I know that you also agreed .to talk to us again for a longer interview. I don't know if 
you've had that second, longer interview yet, but I just wanted to see if that first, short interview 
was O.K. My questions for you now are not part of any interview. Instead, I just want to know 
how it was for you when the interviewer talked to you, whether you were treated politely, 
whether it wentlike you thought it would, and whether you have any suggestions for improving 
any part of our study. 

Would you mind if I just asked you a few questions now? (Either way..Thank you.) 

(1) How was your general experience with the brief interview?,____ 


(2) How were you asked to be in the interview?^. 


(3) How was the interview explained to you?. 
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(4) Was this explanation right? That is, given what you were told, was the interview what 
you thought it would be like?_____ 


(5) How was the interviewer who did the survey? For instance, was the interviewer 
polite? Did you feel comfortable with the interviewer?__— 


(6) Where did the interview take place? ;___._ 

Was this O.K.?_:---- 

(7) Were you paid the $5?_;_i--- 

(8) Those are all of my questions. Your feedback is really helpful: Is there anything else 

that we should know, or any way-that we could do the interview better?- 
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Once again, thanks for your participation, time, and effort. Have a nice day. 
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EXHIBIT H 


SUBJECT INTERVIEW STUDY 
(Project #6106) 


HOSPITAL/CLINIC RECORDS DATA 


[COMPLETE FOR ALL PATIENTS LISTED ON THE BRIEF SURVEY REGISTER WITH A "YES’ IN 

COLUMN 3.] 


1. Patient Study ID #: 


ID# Label 


PATIENT NAME MUST 
BE OBLITERATED PRIOR 
TO SHIPMENT 


2.' Patient Name: 


First Middle/Maiden Last 


3. Patient Date of Birth: / L 

Mon. Day Yr. 


Patient Hospital ID #:_ 

(or Clinic ID #, Medical Record ID #, etc.) 


5. Patient Medical Diagnosis: -—-—--- 

(Use ICD-9-CM Code and/or a Written Description) 

6. How many of the following sources did you check in your search for this patient’s possible participation in a 
medical research project/experiment? 


a. 

Hospital Computer 

YES .. 

.. 01, 

NO 

b. 

Research Computer 

YES .. 

..01, 

NO 

c. 

Medical Record 

YES .. 

..01, 

NO 

d. 

■Research Records' • • 

-YES .. 

..01, 

NO 

e. 

Research Nurse 

YES.. 

..01, 

NO 

f. 

Research PI 

YES.. 

..01, 

NO 

g- 

Other, Specify below 

YES.. 

.. 01, 

NO 


. 02 - If NO, why not_(See Codes Below) 

. 02 - If NO, why not_(See Codes Below) 

. 02 - If NO, why not_(See Codes Below) 

:~02 *TfNO, why not_(See Codes Below) 

. 02 - If NO, why not_(See Codes Below) 

. 02 — If NO, why not_(See Codes Below) 

.02 


Codes: 01 - Source not relevant for this institution 

02 - Established that patient was/is a research participant via another source 

03 - Other, Specify ------ 

7. Is there any evidence that this patient is currently participating in, or has ever participated in, a medical 
research project or medical experiment at this hospital? 

YES .... 01 NO .... 02 

8. If YES, what was the primary source of this information?-—- 

(Insert code from Q.6 above, a-g) 

9. If YES, provide as much of the information requested below as possible. If the patient .participated, inmo re 
than one medical research proieet/exneriment. provide this same information for th at other project(s) onJbe 
hack of this form . 

9a. Project/Experiment Title: --—-- 

Principal Investigator Name: -—-—- 

9b. Project/Experiment Abstract Available: YES .... 01 NO .... 02 IF YES, where can a copy be 
obtained? 


9c. Project/Experiment Signed Patient Consent: YES .... 01 
obtained? 


■w 


IF YES, where can a copy be 





C8. 


Patient states that research was at another institution 


□ Yes 

□ No 


If yes, record supporting open-ended data element 


C9. Patient' s stateme nt suggests that what he/she participated in was not actually research. 

□ Yes 

□ No 


If yes, record supporting open-ended data element 


CIO. Patient' s stateme nt suggests that what he/she participated in was survey research only. 

□ Yes 

□ No 


If yes, record supporting open-ended data element 
C11. Comments 


Cl 2. 


Verified that the patient is/was a research subject? 


D Yes 

□ No 


If yes, has the Hospital/Clinic Records Data Sheet been updated? 


□ Yes 

□ No 


Cl 3. 


Status after Review (choose one) 


U No longer discordant 
D Remains discordant 
D Unable to determine (specify below) 


H, choose one: 


nr 

□ b 

□ c 


A. Participation verified at institution 

B. Participation at another institution verified 

C. Participation at another institution suggested but not verified 
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If Remains discordant, choose one: 


□ e 

□ f 

□ g 

□ h 


D. Unable to resolve because research would likely be at another institution 

E. Unable to resolve at this institution due to unavailability of records 

F. Review suggests that respondent not likely to be a research participant 

(specify why below) 

G. Insufficient information from open-ended responses 

H. For other reason (specify below) 


Specify why respondent is not likely to be a research participant: 
Specify other reason : 





EXHIBIT I 


SUBJECT INTERVIEW STUDY 

ANALYSIS OF DISCORDANT RESPONSES 


A1. Patient ID# 

A2. Type of Discordance (Choose one) 


UA2(^ 

□ A2(b) 


Patient does not believe he/she was a research participant--but we have 
documentation that he/she'was a participant. [Go to B3] 

Patient believes he/she was was a research participant-but we have been 
unable to document such participaton. [Go to C6] 


B3. Verification of Documentation 


a. 


b. 


Verified documentation? 


□ Yes 

□ No 


How? 


B4. Date of enrollment in documented study [MM/DD/YY] 
B5. Comments 


Status after Review: 


D No longer discordant 
D Remains discordant 
D Other 


If Other , comment: 


select all that apply: 


U Follow-up visits from prior research intervention at time of SIS interview 
D Survey research 

D Minor intervention (e.g. tube of blood) 


, please specify: 
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EXHIBIT J 


CHARACTERIZATION DATA SHEET 


I.D. NUMBER. 


POPULATION DISEASE BURDEN 

LOW _ 

MEDIUM _ 

HIGH _ 

RESEARCH INCREMENTAL RISK 
MINIMAL 

GREATER THAN MINIMAL 


TYPE 

TREATMENT. 

DIAGNOSTIC. 

OTHER 
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i: in-Dopth interview Guido Ask these questions as written 



i I 
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Human Radiation Experiments (ACHRE) 








SUBJECT INTERVIEW STUDY: In-deplh Interview Guido 



•S 


■5 ce 
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What risks or side*fifects were described? (Risks oft 



Did you feel any pressure to take part, either from family, doctors, or from 



What went tbrtu{h your mind as you thought about taking put in the research 



SUBJECT INTERVIEW STUDY: tn-dcnih Interview Guide ' PRODUCTION VERSION SUBJECT INTERVIEW STUDY: InrfathJntmity . gvWc 



you could withdraw if you wanted to? At any time? 



SUBJECT INTERVIEW STUDY: 



Mt difficult things? 





Why did you participate in this research project and not' that one? □ ' What kind of research is the project we've been today? 



SUBJECT INTERVIEW STUDY: 
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EXHIBIT L: GENERIC CONSENT FORM (IN-DEPTH INTERVIEW) 


PURPOSE OF STUDY: 

We would like to gather more detailed information concerning your participation in medical 
research. We are asking everyone who already has completed a short interview who said they are 
participants in medical research if they are willing to be interviewed for a longer period - about 45 
minutes - about the same topics as we discussed with you when you completed the short interview. 

PROCEDURES: 

If you agree to participate, we will interview you for about 45 minutes. This interview will be 
audiotaped. During the interview, we will ask you questions about why you chose to join a medical 
research study and who else helped you to make that decision. We will ask you what you think are the 
advantages and disadvantages of participating in medical research. 

In order to protect your confidentiality, the audiotape only will have an identification number on 
it, and not your name. The list that links your name to your identification number always will be kept 
separate from any sheets or tapes that have information about you on them and eventually will be 
destroyed. 

Eveiyo'ne who completes this second interview will be paid $25 at the time the interview is 
conducted to partially reimburse you for your time and to offset any costs you might have incurred 
related to the study, such as travel or parking. 

RISKS/BENEFITS: 

There are no physical or medical risks to you by participating in this study since it is only an 
interview study. It is possible that some of the questions we ask might make you uncomfortable or 
unhappy since some of them will be related to your health and your illness. However, we expect that 
most patients will find our questions easy to answer. Also, you do not have to answer any questions that 
you do not want to answer. There is no direct benefit to you by answering our questions. However, you 
will be helping us to learn more about what patients think about medical research. This will help us to 
better design and explain research studies to future patients. . 

If you decide to participate, you do not have to answer any question that makes you. 
uncomfortable, and you can change your mind about participating at any time. You will have the same 
quality of medical care here whether or not you decide to be interviewed. 

If you want to talk to anyone further about this research study please call Dr. Winston Liao at 
(919) XXX-XXXX or (Dr._at this institution and local IRB telephone #]. 

If you agree to join this study, please sign your name below. 
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4. Any new ideas that came up? Anything that might require a new analysis code? 
























EXHIBIT N 




interviewer Analysis Form 

v : 

; - In-Depth Interviews 

: 

s v Subject Interview Study, , 


Advisory Committee on 

"" 


DO NOT WRITE HERE 

1. What was the respondents general attitude toward research? 1._ 

□ Positive 

□ Negative 

2. How sure was the respondent that he/she was a research participant? 2._ 

□ Very Sure 

□ Somewhat Sure 

□ Not At All Sure 

3. Did the respondent consider there to be any risks to research participation? 3._ 

□Yes 

□No 

4. Did the respondent feel he/she chose whether or not to participate? 4._ 

□Yes 

□No 
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5. Did the respondent report any pressures to participate not related to illness? 

□ None 

□ Some 

□ A lot 

6. Did the respondents' description of study disclosure sound complete? 

□Yes 

□No 

If NOT, why not? 


7. Was there any evident lack of understanding about research? 



What misperceptions were there? 


□ 


8. What reasons did the respondent give for participating in the research? 


□ 

□ 

□ 

□ 

□ 







10. Were there any great quotes? If so, transcribe them FROM THE TAPE. 





EXHIBIT O: IN-DEPTH INTERVIEW—CODING MANUAL 

INSTRUCTIONS FOR CODING In-Depth 
INTERVIEWS FOR THE SUBJECT INTERVIEW 
STUDY (SIS) 

Advisory Committee on 

Human Radiation Experiments (ACHRE) 


This document is a reference and training tool to be used by staff coding, In-Depth 
interview data on research participation. There is plenty of space to elaborate 
based on discussions during training. 


IN PREPARATION FOR TRAINING YOU WILL BE ASKED 
TO REVIEW 5 INTERVIEW TRANSCRIPTS. YOU WILL BE 
ASSIGNED 2 CODES AND ASKED TO PICK SOME 
EXCERPTS THAT EXEMPLIFY THE CODES DESCRIBED 
AND WRITE THEM IN THE "EXAMPLE" SPACE 
PROVIDED UNDER EACH CODE DESCRIPTION. 

THE TWO CODES ASSIGNED TO YOU ARE: 

1 . 

2 . 
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INTERVIEWER NAME. 


PATIENT ID#. 


OVERVIEW 

Global Codes, the final coding scheme for the Subject Interview Study (SIS) In-Depth interviews, reflect 
several rounds of review at the levels of conceptualization and implementation: 

■ Global Codes have their origins in (1) the four original analytic domains of the SIS: general beliefs and 
perceptions about research, personal experiences and understanding of research, reasons for 
participating, and voluntariness of participation, (2) issues and concepts significant to respondents 
themselves as identified during a review of an initial set of completed transcripts, (3) additional topics of 
interest to the ACHRE as expressed during their review of proposed codes 3/17/95. 

ACHRE and RTI staff have agreed to employ an intermediate level of coding, collapsing the former 
distinction between Domains and Codes presented in the interviewer training manual. Scaling back the 
number of final codes will facilitate timely processing of data for analysis, keep respondent comments 
arid ideas as contextual as possible, and keep both the attention of the coder and the analyst on broad 
domains that have potential policy implications. 

WHY CODE? 

One of the challenges of qualitative data analysis is the sheer quantity of information to be analyzed. 
Coding provides a means of sifting through the data and sorting it in more manageable chunks. Analysts 
will then review the data by code and/or combinations of codes looking for themes, patterns and 
metaphors which encapsulate respondent perceptions as well as discrepancies. 


HOW WILL CODES BE USED? 

Once the hard-copy transcripts of the interviews are coded, they will be reviewed by other coders as a 
consistency check. Discrepancies in coding will be arbitrated by Rose Etheridge or Elissa Adair. Final 
codes will than be entered into a software package for the analysis of qualitative data. Reports will then 
be printed out which contains segments of text from all the different interviews with the same code. 


HOW WILL CODING WORK? 

Training will provide an opportunity.to clarify coding concepts and procedures and cross-check between 
coders. After training, coders will receive a pack of interviews to code. Coded interviews will be 
returned to-Rose. Instructions for use of typographic symbols to indicate which codes begin where on 
the hard copies should be followed to the letter. These instructions ease data processing considerably. 


fHTNERAL RULES 

Always code opposites together. If you can't figure out where a statement belongs, try to turn it around 
to its opposite and see if it will fit into one of the categories. 

Always overcode. It is better to put both codes down if you have any question about which category is 
most appropriate. 
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INTERVIEWER NAME__ PATIENT ID # _ 1 

If the interviewer's question sheds light on the respondent's answer, code back to the question, even if the 
question is not immediately prior to the response. 


TYPES OF CODES 

There are two types of codes: labels and concepts. Labels are used to mark every instance of a certain 
thing in a text, like a term or experience. Concepts refer to a broader sequence of events or processes. 
All of the label codes described come with a set of key words. Whenever a key word occurs, CODE IT. 
Concept codes do not come with a set of labels. It is necessary for coders to have a clear idea of what 
ideas and research questions are encapsulated in each code. This document is to assist coders in 
understanding the concepts behind the codes. 


SUMMARY OF CODES 

The codes are as follows: 

This code is about general, as compared to personal, commentary about the research process. 
GEN: GENERAL APPRAISAL OF RESEARCH 


This series of codes relate to how and why respondents became research participants. They include 
situational, motivational and personal characteristics. 

PER: PERSONAL EXPERIENCE OF RESEARCH 

BCM: BECOMING 

ALT: ALTERNATIVES 

VOL: VOLUNTARINESS 

REAS: REASONS FOR PARTICIPATING • 

CON: CONSENT 

These next two topics were chosen as important for understanding the participants' point of view as 
based on pilot data and preliminary review of interviews. 

BB: BLURRED BOUNDARIES 

TRU: TRUST 

The next two codes' are label codes. While they are likely to contain important concepts in regard to how 
participants perceive research, they are to be used as a label to mark the use of certain vocabulary in the 
text 

TRM: TERMS 

RAD: RADIATION 

The last and final code is to be used by you (the coders), for anything important that the above codes 
might have missed! 
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INTERVIEWER NAME. 


PAHEN'l luw 

NOTE: NOTEWORTHY 
NOTES: . 
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INTERVIEWER NAME 


PATIENT ID# 


GENERAL APPRAISAL OF RESEARCH (GEN) __' 

TYPE OF CODE: Concept 

What are respondents' attitudes about research, in general? 

Encompasses respondent's belief structure regarding research, in general. This code is not appropriate 
for respondent's personal experience of research, but rather, what s/he thinks of research more generally. 
Potential overlaps: TRM, PER 

Definitions of and/ or concrete descriptions of research. 

Evaluative statements about research: good, bad, expensive, promising, exploitative, etc. 

Concrete examples of.benefits or detriments of research: advances knowledge, helps people, 
creates better treatments, etc. 

Respondent's attempts to generalize about research from his/her own experience 
EXAMPLE: 



NOTES: 
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INTERVIEWER NAME_PATIENT ID#- 

' PERSONAL EXPERIENCE (PER) _;__ 

TYPE OF CODE: Concept 

What has been the respondent's personal experience with research? Most importantly, were their 
experiences positive or negative? How so? 

Considers respondent descriptions of his/her own experience participating in research, his/her own 
understanding of the particulars of the research, and his/her attitudes toward the research project they 
are/were in (e.g., beneficial, harmful, inconvenient). Some respondents may more readily use technical 
and medical details in describing their research experience, while others more readily convey the social,, 
emotional, or moral aspects of their experience. 

Evaluative statements regarding personal-research experience: frightening, reassuring, 
beneficial, not helpful, inconvenient, etc. 

' Discussion of benefits (e.g., improved health, better treatment, hope, time) and/or detriments 
(e.g., risk, poor outcomes, bad side effects). 

Discussion of the context for research participation experience: illness, social relationships 

(whether with intimates or professionals), institution, etc. 

Discussion of how respondent was treated by research study staff. 

Descriptions of research project in which respondent has participated, whether diagnostic, 
therapeutic, epidemiological, or survey. Also, respondent details regarding research particulars 
such as procedures, hospital visits, side effects, etc. 

EXAMPLE: 


NOTES: 



INTERVIEWER NAME 


PATIENT ID# 


BECOMING A RESEARCH SUBJECT (BCM) _ 

TYPE OF CODE: Concept 

How did the respondent end up in the research project? 

Encompasses the process (including decisions, actions, relationships, etc.) by which a respondent became 
a research subject in his/her own words. For some, becoming a subject may have been a matter of 
deciding, for others a matter of simply acting. While REAS focuses on the "why" of participation, BCM 
focuses on the "how." BCM is also sensitive to whether or not a respondent sees him or herself as an 
active or passive agent in the process of becoming a research subject. Potential overlaps: VOL, REAS 
TRU, CON ’ 

Discussion of the sequence of events through which respondent ended up in what s/he considered 
to be a research project. 

Description of steps respondent took to become a research participant: 

"Thinking" steps such as acquiring information, weighing risks and benefits, weighing 
input from others, deciding to join and/or stay. 

"Doing" steps such as seizing the only option available, joining the project. 

References to any people to whom the respondent turned to for advice, information, comfort, or' 

support with respect to research participation, whether providers, researchers, family members, 
friends, other patients, etc. 

EXAMPLE: 


NOTES: 




INTERVIEWER NAME_;_ PATIENT ID#___ 

’ ALTERNATIVES (ALTS) _ 

TYPE OF CODE: Concept 

Did the respondent consider there to be any alternatives to research participation? If so, what were 
they? If not, why not? 

Identifies excerpts in which the respondent discusses what alternatives to research participation, if any, 
were available to him or her or not, also what his/her experience would have been if s/he had not 
participated in research. This category will be most applicable to respondents who are or have been 
enrolled in therapeutic or diagnostic research rather than those in epidemiological or survey research. 

Descriptions of medical alternatives available or not to the respondent: therapies, procedures, 
diagnostic techniques, medications, etc. 

References to the fact that respondent had no other medical options of had exhausted all other 
options. 

Respondent's account of being told what his/her alternatives to research would be; of who 
discussed alternatives with him/her. 

Descriptions of a more philosophical nature, that is, what the patient would face if they did or did 
not participate in research: certain death, less time with family, hopelessness, certainty, 
uncertainty, etc. 


EXAMPLE: 
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INTERVIEWER NAME __ PATIENT ID# 

VOLUNTARINESS (VOL) 


TYPE OF CODE: Concept 

Is voluntariness communicated and understood as-an integral pari of research practice? If so, how? If 
not, how not? 

Captures the extent to which respondents believe they, as individuals, freely participated in research or 
not and considers instances in which a respondent felt pressure or coercion to join in or stay in research. 
"Pressure" could come from a number of sources: research staff, personal physician, family members. 
Voluntariness or lack of voluntariness may be expressed in different ways. Participants may describe a 
situation where they were given a choice, where they made a decision, or where they let things happen to 
them, etc. Potential overlaps: CON, BCM, TRU, REAS 

Discussion of people who played a role in respondent's decision to join and stay in research or 
not (family, friends, other patients, research staff, personal physician, etc.). 

Discussion of the decision was predominantly the respondent's own vs. predominantly someone 
else's. 

Discussion of respondent’s sense of freedom to join or decline research, request changes to 
treatment, leave in the middle of the study, ask for more information, etc. 

Discussion of any pressure respondent felt to join or stay in the research study. 

Discussions of extent to which respondent felt him/herself to be a willing research subject. 

Descriptions of respondent’s sense of control over his/her own destiny in research. 

Discussion of respondent withdrawing from or altering treatment. 

Remarks that respondent knew or did not know s/he had the option of declining research, 
modifying treatment, withdrawing. ' * 


EXAMPLE: 
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INTERVIEWER NAME___1 PATIENT ID#___ 
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INTERVIEWER NAME __ PATIENT ID# 

REASONS FOR PARTICIPATING AND CONTINUING IN RESEARCH (REAS) _ 

TYPE OF CODE: Concept 

Why do respondents' participate or not participate in research? 

Covers motivations/incentives/disincentives for participating, not participating or continuing in research. 
Potential overlaps: GEN,CON,BCM. 

Descriptions of role that respondent's illness had in decision to participate (e.g., severity, type) 

Remarks regarding the potential health benefits or side effects of research treatment. 

Caution : Code description of side effects of research treatment if it was a 
reason respondent stopped. If respondent is just talking about side effects that 
happened, then excerpt should be coded PER. 

Discussion of how money matters affected decision to join or stay (e.g., insurance, drug cost, 
payment for participation). 

Comments regarding a desire to help others (e.g., patients, people with same disease, doctors, 
researchers, "society"). 

Discussion of personal things to be gained through participation (e.g., hope, a future, a sense of 
control, more time with family). 

EXAMPLE: . 


NOTES: 



INTERVIEWER NAME 


PATIENT ID#. 


CONSENT (CON) ___;__ 

TYPE OF CODE: Concept 

How do respondents ' describe and assess the process through which they are included as part of 
research? 

Encompasses the respondent's experience with and appraisal of the consent process from recruitment and 
information exchange, to agreeing to participate and signing a consent form. CON considers 
respondent's descriptions of the formal consent process as well as anything significant to the 
respondent's own definition of consent. Potential overlaps: BCM, VOL, TRU 

Respondent's description of the consent process: what it is, how it works, who plays what role, 

• what is the final outcome. 

Descriptions about how respondents were approached, who approached them, how research was 
initially described, how consent was obtained. 

Any evaluative remarks regarding a good or bad means of acquiring consent. 

Description of patient's experience with and subjective assessment of the formal consent process 
with its emphasis on information exchange and decision-making. 

Remarks as to what role "information" played in patient's agreeing to participate - 
having conversations with staff, forms, reading a consent form. 

Recollections of having signed a consent form. 

Details about the meaning or value of the "consent form" to the patient 

Remarks indicative of respondent's own definition of "consent" or model of "consent" that poses 
as an alternative to or reinforcement of institutionalized process. 


EXAMPLE: 
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INTERVIEWER NAME. 


PATIENT ID#_ 


BLURRED BOUNDARIES (BB) 


TYPE OF CODE: Concept 

Is the research experience distinct from the respondents' experiences of illness and health care? If it is 
distinct, where is it distinct? If it is blurred, where is it blurred? 

Covers the extent to which research participation, in the respondent's mind, is distinct or not from his/her 
illness experience and/or experience with the health care system. Considers at what point the boundaries 
among research, illness, and health care are distinct or blurred: research vs. treatment; researcher vs. 
provider, subject vs. patient, research institution vs. non-research institution; medical condition vs. 
side effects of experimental treatments. Potential overlaps: All Global Codes 

EXAMPLE: 


NOTES: 



INTERVIEWER NAME_PATIENT ID#. 

TRUST (TRU) 


TYPE OF CODE: Concept 

On what types of individuals, institutions, technologies, or information do respondents rely as research 
subjects? Which do they trust and why? Which don't they trust and why? 

Considers any commentary regarding the respondent's trust or distrust as well as confidence or lack 
thereof, in the people and processes of research, such as institutions (e.g., FDA, drug companies, 
hospitals, universities, IRB), professionals (researchers and health care providers), medical technology, 
and info rmation. Potential overlaps: REAS, BCM, PER 

Descriptions of institutional mechanisms (e.g., FDA, IRB, "the market") and/or moral 
mechanisms (e.g., doctor’s obligation to help patients) in place to protect research subjects. 
For example. 

How doctors or the "system" wouldn’t let you try a drug that could be harmful. 

How a respondent couldn't have the placebo because she trusts his/her doctor. 
Discussion regarding the validity, reliability of information provided to respondent. 

Discussions of the interests held by the various parties involved in research (subjects, 


Discussion of respondent's relationships with physicians and research staff. 


EXAMPLE: 


777 



INTERVIEWER NAME. 


PATIENT ID# 



NOTES: 


INTERVIEWER NAME. 


PATENTED# 


TERMS (TRM) 

TYPE OF CODE: Label and Concept 

KEY WORDS: (medical) research, study, clinical trial, (medical) experiment, (clinical) investigation, 
protocol, program, etc. 

What words do participants use to refer to research? How do they distinguish between kinds of research 
in their vocabulary and narrative? ■ 

As a labelling code, Terms marks any words or the phrases the respondent uses for "research" (e.g., 
study, experiment, trial, clinical investigation) as well as concrete examples. As a conceptual code, 
Terms covers the patient's own categories Or gradations of research activities and attendant values (e.g., 
"Experiments are risky; their results are uncertain." "Studies don't involve invasive procedures." "A 
clinical trial uses tried and true methods, so I wasn't worried about signing up."). Potential overlaps: 
TRU, GEN, PER 

Label : 

Any word used for research however idiosyncratic 
Definitions and/or concrete examples of research terms; 

References to respondent's own categories of research. 

Descriptions of the range of research activities and their distinctive traits. 


EXAMPLE: 
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INTERVIEWER NAME_ PATIENT ID#__ 

RADIATION (RAD) 

TYPE OF CODE: Label and Concept 

KEY WORDS: x-ray, radiation, dyes, cobalt, radiologist, barium 

As a labelling code, Radiation identifies any respondent commentary on radiation, whether related to 
research or not. As a conceptual code. Radiation encompasses the respondent's feelings toward 
radiation, its use in research in general, and its role in his/her decision to take part in a research project or 
not Excerpts will assist in analysis of comparisons between radiation-research subjects and 
nonradiation-research subjects, and for evaluating general attitudes toward radiation. Potential overlaps: 
All Global Codes. 

Label : 

Any use of words or phrases regarding radiation (x-ray, dyes, cobalt, radiologist, barium, etc.) If 
unsure whether or not a procedure involves radiation, go ahead and code it. 

Concepts: 

Descriptions of any experience the respondent has had with radiation, whether research-related 
or not. 

Commentary regarding the value (positive or negative) of medical uses of radiation. 

Feelings toward radiation, in general. 

EXAMPLE: 


NOTES: 


780 






INTERVIEWER NAME 


PATIENT ID# 
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NOTEWORTHY (NOTE) 


TYPE OF CODE: Concept 

Provides coder the option of coding an extraordinary passage for which no unique code exists. As a 
miscellaneous category, NOTE empowers coders to identify transcript excerpts worthy of consideration 
during analysis. Coders, however, should use this code sparingly to retain its potential value to 
analysis, i.e., coders should avoid using this code as a dumping ground for passages more thoughtfully 

included in existing categories. 

Passages of text that do not fit into existing codes, but which command attention as concepts or 
issues significant to final analysis and policy questions. 

EXAMPLE: 


NOTES: 




EXHIBIT P: DATA ENTRY MANUAL 

OVERVIEW 

This manual provides documentation of the purpose, procedures and methods for entering codes 
for the In-Depth Interviews for the Subject Interview Study sponsored by. the Advisory Committee on 
Human Radiation Experiments. 

About the Software 

"TALLY" is the qualitative data analysis software package that, we will use for this project. The 
software is designed to sort textual data. It captures ideas and concepts from transcripts of interviews 
using codes input directly to the electronic text file. TALLY can extract coded text from the electronic 
text file, count code frequency and generate reports based on the coded information. 

Basic TALLY Elements 

For our purposes, TALLY has three parts: (a) a hard copy of the original interview with 
handwritten codes identifying specific ideas or concepts, and (b) an electronic file of the original 
transcript, and (c) a finished coded data file. 

Basics to Entering the Codes 

With each PC diskette, you will receive hard copies of the coded interviews. The hard copy will 
be double-spaced with handwritten codes and brackets written just above the typed text. It will be your 
job to type in the hand-written brackets and codes exactly as they appear on the hard copy into the 
TALLY data entry screen.. 

Data Management 

The In-Depth interviews were recorded, transcribed, and stored as ASCII files to be used in 
TALLY. There are five (5) interviews per PC diskette. The transcribed data files have a unique client 
ID as their file name followed by the extension .TXT. 

An additional file, created by TALLY, is the file you will use to code the transcribed data file. It 
is a duplicate of the transcribed file with a different extension (.DAT) to separate it from the original. 
Both the text file and the duplicate file for coding are provided on the diskette. For example, 

334202-9.txt ' = name of a transcribed data file. 

334202-9.dat = name of the duplicate, transcribed file to be used for coding. 

Batch Information Sheet 

On the top of each batch, there will be a form to fill out for each of the interviews. It will require 
you to sign your initials next to each of the files you code, give the date you coded the file, how long it 
took you to code the file, and the outcome of the coded document. 
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There will be two options for the outcome field. Check the field if the document was coded and 
saved without error. Place an "I", for incomplete, in the field if the file was coded and not saved without 
error. 


TECHNICAL 


Symbols 

The following symbols are used here to denote specific, keyboard actions when typing in 
commands or executing commands: 

e? This symbol means to leave one space between text.' 

■a This symbol means to press the retum/enter key to execute a command. 

Executing the TALLY Software 

TALLY has been loaded on the C: drive of the PC in a subdirectory called TALLY. To execute 
the TALLY software, you must be in the subdirectory TALLY. To begin a TALLY session, type 
"TALLY". For example. 


at the C:> prompt, type.CD®* TALLY 

at the C:\TALLY> prompt, type.TALLY 


A screen will appear with a menu bar across the top. The menu bar includes such topics as (a) 
Analysis, (b) Reports, (c) Mnemonics, (d) Utilities, and (e) Quit Tally. You will only be concerned with 
the "Analysis" menu. 

To exit any TALLY session without saving any work, press the escape key until you return to the 
C:\TALLY> prompt. 

Analysis Menu 

At start-up, the Analysis menu will be highlighted by default. To pull down the menu, use your 
retum/enter key. A menu including the following topics will appear: (a) Mnemonics Set, (b) Text File, 
(c) Codings File, (d) Editor, and (e) Hard Copy. You will only be concerned with the first four topic 
items. 

You must execute each of the first four topics, in sequential order, in order to complete the data entry 
for an interview. You begin with the Mnemonics Set. 

Mnemonics Set 

The Mnemonics Set provides TALLY the name of the file holding the codes to be used during data 
entry. There will only be one file of this sort in the TALLY subdirectory. The file is named 
PILOT.SET, and you must choose this file at the beginning of each TALLY session. 

To choose this file, highlight the Mnemonics Set topic item, then press your retum/enter key (a 
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dialog box will appear). Two dots (..) will be highlighted in the dialog box; use your right arrow key to 
highlight the PILOT.SET file, and press your retum/enter key to return to the topic box. Now you will 
be ready to move on to the Text File option. 

Text File 

The Text File option provides TALLY with the name of the interview file you want to code. Choose 
this item by highlighting the option and pressing the retum/enter key. A dialog box will appear showing 
no files. You must tell TALLY where the files are located to see a listing of the five available interviews 
to code. Do this by typing A:\and press your retum/enter key. 

Five files will appear in the dialog box. 

Choose the file you wish to code, then press your retum/enter key. You will return to the topic box 
and be ready to move on to the Codings File option. 

Codings File 

The Codings File option provides TALLY with the name of the file used to hold the coded interview. 

Choose this item by highlighting the option and pressing the retum/enter key. Similar to the Text File 

option, a dialog box will appear showing no files. Type A:\ and press the retum/enter key. 

Five files will appear in the dialog box. Choose the file that IDENTICALLY MATCHES the Text 
File name you are currently using. Press the retum/enter key to return to the topic box. Now you will be 
ready to move on to the Editor option. 

Editor 

The Editor is where you will begin to actually enter the codes into the electronic file as they appear 
on the hard copy. Only after you have completed the first three steps can you highlight this option and 
press the retum/enter key. 

A copy of the interview will appear on the screen. If an error occurs and either the screen is blank or 
a different file appears, redo steps 1,2, and 3 (i.e., retrace your steps from the'Mnemonics Set, the Text 
File, and the Codings File). Make sure you have asked for identical files and the problem should be 
resolved. 

Moving from left to right, type in the brackets and codes, exactly as they appear on the hard copy, on 
the blank line above the text. Use your F2 key for a selection of codes to be placed above the text, or 
type the code. 

If typing the codes above the texts proves to be easiest for you, rather than using your F2 key to have 
TALLY insert the code, be sure you do not type the codes wrong. TALLY will not report errors for 
mistyped codes. Mistyped codes are not used in all TALLY reporting and data can be lost. Therefore, ii 
is very important codes are placed and spelled properly. 

Brackets are very important in this process. They provide TALLY with the beginning and ending of 
the concept to be coded. For every left bracket, you must have a right bracket. If this does not occur, 

TALLY will give you an error when you try to save your work. You must resolve unbalanced brackets 
before the interview can be used for TALLY analysis. 
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Exiting the Editor 

After you have finished coding the interview, exit the editor by holding down the Alt key and X 
letter key at the same time. If you must exit the coding processs before you are finished use your Alt X 
combination of keys to save your work and exit TALLY. To return to your previously coded file, follow 
steps 1,2, and 3 as if you are beginning a new case and you can begin where you left off. Notice there is 
a line counter at the top of the menu bar in TALLY to quickly find the line number where you left off. 

Errors When Exiting the Editor 

If TALLY indicates there is an error when saving your work, first try to resolve the error (most likely 
unbalanced brackets). Should you not be able to resolve an error, continue to save your work in the 
normal manner and flag the interview as Incomplete on the batch information sheet. 

Brief Technical Overview 


■ At the C:\> prompt 


CD *s* TALLY .. 

TALLY ... 

Highlight Analysis. 

Highlight Mnemonics Set. 

. Highlight PILOT.SET. 

Highlight Text File .... 

Type a:. 

Highlight desired Text File. 

Highlight Codings File . 

Type a:. 

Highlight desired Codings File. 

Highlight Editor. 

Enter codes 

Press ALT X simultaneously to save work 
Complete batch information sheet 



Errors when saving: 


• Do not continue the saving process and return to document. 

• Try and resolve any imbalanced brackets and resave. 

• If there are still errors, flag the interview on the batch sheet. 


Codes (Mnemonic Set) 

GEN General Appraisal of Research • 

PER Personal Experience with Research 

REAS Reasons for Participating 
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VOL 

Voluntariness 

CON 

Consent 

BCM' 

Becoming 

TRU 

Trust 

BB 

Blurred Boundaries 

TRM 

Terms 

RAD 

Radiation 

ALT 

Alternatives 

NOTE 

Noteworthy 

ID 

Respondent ID 
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Outside Views on the Current System 
for the Protection of Human Subjects 


To augment our understanding of the important issues in the oversight of human subject research, 
the Advisory Committee sought outside views on the current system for protection of research subjects. 
Our invitation for written comments on the oversight system was extended to four categories of 
individuals: 

1. chairs of institutional committees responsible for the review of all research involving human 
subjects at their institutions (IRB chairs), 

2. chairs of institutional committees that specifically review the use of radioactive materials and 
radiation at their institutions (radiation safety committee or radioactive drug research committee 
chairs), 

3. radiation researchers, and 

4. heads of professional societies whose membership employs radiation or radioactive materials in 
their professional activities (e.g., nuclear medicine, radiological, and health physics societies). 

This selection of individuals was initially based on the institutions included in the Advisory 
Committee's Research Proposal Review Project (see chapter 15 of the Advisory Committee's final report), 
and was enhanced by suggestions from members of the committee. The selection was meant to represent 
large research centers and professional groups intimately involved in protection of research subjects and 
radiation safety policies, but it was by no means an exhaustive or highly varied sample. It was intended 
to help us arrive at a general sense of the important issues from those involved with them on a daily basis. 

We asked respondents for their thoughts on the adequacy of the current oversight system and the 
institutional review board (IRB) process, especially with respect to research involving radiation. The 
following issues were of particular interest to the Advisory Committee: 

• aspects of the current system for the protection of the rights and interests of research subjects 
believed to be working well; 

• aspects of the current system believed to be in need of change; 

• the level of risk in research involving radiation, and the communication of this risk to prospective 
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research subjects; 

• subject selection, generally; 

• radiation research, generally; and 

• recommendations, if any, for changing current practices and requirements in order to improve 
them. 

A representative sample of our request letters are reprinted in exhibit A at the end of this chapter. 

We received thoughtful responses that helped inform our development of recommendations 
concerning changes to current policies for the protection of human subjects. In this chapter we have 
reproduced in their entirety 25 of the letters that the Advisory Committee received in response to this 
inquiry. (See table 1 for a list of the respondents and their affiliations; see exhibit B for the reprinted 
letters.) In addition, a number of individuals responded by sending us copies of documents that have 
been published elsewhere; we have included the citations for these documents (see table 2). We received 
written permission from the authors to reprint the correspondence included in this chapter. As of the date 
of this publication we had not received responses to our requests for permission to publish from the other 
respondents. However, these additional responses remain a part of the Committee's public record stored 
at the National Archives. 
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_ Table 2—Publications Provided to the Advisory Committee _ 

Report of the Ad Hoc (Harvard) University Committee to Review Aspects of Human Subjects 
Research, January 1995. 

Beth Israel Hospital, "A Historical Review of Radioisotope Use at Beth Israel Hospital," May 1994. 

Frank P. Castronovo, Jr., "An Attempt to Standardize the Radiodiagnostic Risk Statement in an 
Institutional Review Board Consent Form," Investigative Radiology 28 (1993): 533-538. 

Ken Mossman, "The Human Radiation Experiments: The Real Issues," Health Physics 68 (1995): 
757-760. 
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EXHIBITA 


Sample Advisory Committee Request Letters 
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EXHIBIT B 


Letters Received in Response to the 
Advisory Committee’s Request 
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Harvard Medical School 
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Finally, the paper by T, R. Hendix, "Hunan Investigation and 
Informed Consent," American Journal of Roentgenology 
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■ 3401 Mattel Street. Suite 330 • Pfealelphia. PA 19101. J30S. 21; 
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Richard O. Cummings, M.S'J 
Wayne State University 
Health.Physics Department 
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The Johns Hopkins University School ol Medicine 
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Yale University 
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Committee on Governmental Affairs of the US Senate 
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U.XIVERSITY of PEXXS YL VA.YIA 
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Ruth R. Faden, Ph.D., M.P.H. 

Chair, Advisory Committee on Human Radiation Experiments 
1726 M Street, N.W., Suite 6Q0 
Washington, D.C. 20036 
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Ralph W. Trottler, Ph.D., J.D. 

Professor and Attorney at Law 

Chairman, IRB, Morehouse School of Medicine, Atlanta, Georgia 




7 

Bibliography of the Nontherapeutic 
Studies Examined in Detail by the 
Advisory Committee 


As described in chapter 7 of the Advisory Committee's final report, we identified 81 radiation 
experiments involving children through a review of medical literature and AEC documents from the 
period 1944 through 1974. Because we decided to focus on nontherapeutic research involving children, 
only 37 of the identified experiments could potentially qualify for our detailed risk analyses. However, 
only 21 of these 37 experiments were conducted or supported by the federal government. The following 
is a bibliography of articles which describe the 21 experiments for which the Advisory Committee carried 
out risk analyses. 

Benda, C.E., et al. "Studies of Thyroid Function in Myotonia Dystrophica." American Journal of 
Medical Sciences 228(1954): 668-672. 

Bonner, F., et al. "Studies in Calcium Metabolism: Effect of Phytates on 45-Ca Uptake in Boys 
on a Moderate Calcium Breakfast." Journal of Nutrition 59(1956): 393-406. 

Friedman, A. "Radioiodine uptake in children with mongolism." Pediatrics 16(1955): 55. 

Kelley, V.C., et al. "Labeled methionine as an Indicator of Protein Formation in Children with 
Lipoid Nephrosis." Proceedings of the Society for Experimental Biology and Medicine 75(1959): 153. 

Kurland, G.S., et al. "Radioisotope Study of Thyroid Function in 21 Mongoloid Subjects, 
including observations in 7 Parents." Journal of Clinical Endocrinology and Metabolism 17(1957): 552- 
560. 

Lavik, P.S., et al. "Use of Iodine-131 labeled protein in the study of protein digestion and 
absorption in children with and without cystic fibrosis of the pancreas." Pediatrics 10(1952): 667-675. 

Lowrey, G.H., et al. "Radioiodine uptake curve in humans: II. Studies in children." Pediatrics 
4(1949): 627. 

MacDougall. "Estimation of fat absorption from random stool specimens." American Journal of 
Diseases in Children 108 (1964): 139. 

Martmer, E.E., et al. "A study of the uptake of iodine (Iodine-131) by the thyroid of premature 
infants." Pediatrics 17(1956): 503-508. 
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Middlesworth, L.V. "Radioactive iodine uptake of normal newborn infants." American Medical 
Association Journal ofDiseases of Children 88(1954): 439. 

Morrison, R.T., et al. "Radioiodine uptake studies in newborn infants." Journal of Nuclear 
Medicine 4(1963): 162-166. 

Ogbom, R.E., R.E. Waggener, and E. VanHove. "Radioactive-iodine concentration in thyroid 
glands of newborn infants." Pediatrics 25(1960): 771. 

Oliner, L., et al. "Thyroid Function Studies in Children: Normal Values for Thyroidal 1-131 
Uptake and PBI-131 Levels Up to the Age of 18." Journal of Clinical Endocrinology and Metabolism 
17(1957): 61. 

Quimby, E.H. and D.I. McCune. "Uptake of radioactive iodine by the normal and disordered 
thyroid gland in children." Radiology 49(1947): 201. 

Reilly, W.A. and D.I. Bayer. "Carrier-free radioactive iodine-131 thyroid uptake and urinary 
excretion in normal and hypothyroid children." Journal of Clinical Endocrinology 10(1950): 811. 

Saxena, K.M. and C.V. Pryles. "Thyroid Function in Mongolism," Journal of Pediatrics 
67(1965): 363-370. 

Saxena, K.M., E.M. Chapman, and C.V. Pryles. "Minimal Dosage of Iodide Required to Suppress 
Uptake ofIodine-131 by Normal Thyroid." Science 138(1962): 430-431. 

Scott, H.W., S.R. Elliot, and R.C. Clay. "Blood volume in congenital cyanotic heart disease: 
simultaneous measurements with evans blue and radioactive phosphorus." Bulletin of the Johns Hopkins 
Hospital 89(1951): 121-132. 

Sharpe, L.M., et al. "The Effect of Phytates and Other Food Factors on Iron Absorption." 

Journal of Nutrition 41(1950): 433-446. 

Silverman, S.H. and L. Wilkins. "Radioiodine uptake in the study of different types of 
hypothyroidism in childhood." 

Van Dilla, M.A. and MJ. Fulwyler. "Thyroid metabolism in children and adults using very small 
(nanocurie) doses of Iodine-125 and Iodine-131." Health Physics 9(1963): 1325-31. 
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